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effective therapy 


In tablets of 125 and 250 mg. 
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EFFECTIVE AGAINST MOST STRAINS OF STAPHYLOCOCCI 


CHLOROMYCETIN 


COMBATS MOST CLINICALLY IMPORTANT PATHOGENS 


Surveys of in vitro performance of various antibiotics over the past several 
years indicate a definite decrease in activity against the staphylococcus.’ 
CHLOROMYCETIN, however, continues to demonstrate a high degree of potency 
against this stubborn pathogen.'* Even the strains responsible for hospital- 
acquired staphylococcal infections, which are resistant to most other antibiotics, 
may be sensitive to CHLOROMYCETIN.”*® For this reason, it has been recom- 
mended for immediate use in suspected staphylococcal infections in infants, their 
mothers, and in surgical patients.’° 


CHLOROMYCETIN (chloramphenicol, Parke-Davis) is available in a variety of forms, including 
Kapseals® of 250 mg., in bottles of 16 and 100. 


CHLOROMYCETIN is a potent therapeutic agent and, because certain blood dyscrasias have 
been associated with its administration, it should not be used indiscriminately or for minor 
infections. Furthermore, as with certain other drugs, adequate blood studies should be made 
when the patient requires prolonged or intermittent therapy. 

REFERENCES: (1) Holloway, W.J., & Scott, E. G.: Delaware M. J. 30:175, 1958. (2) Roy, T. E., et al.: Canad. M.A.]. 
77:844, 1957. (3) Markham, N. P, & Shott, H. C. W.: New Zealand M. J. 57:55, 1958. (4) Royer, A., in Welch, H., & 
Marti- anes, E: Antibiotics Annual 1957-1958, New York, Medical Encyclopedia, Inc., 1958, p. 783. (5) Blair, J. E., 
& Cartyy as JAA A. 166:1192, 1958. (6) Caswell, H. T., et al.: Surg., Gynec. & Obst. 106:1, 1958. (7) Fekety, F. R., 


Semtealth 48:298, 1958. (8) Godfrey, M. E., & Smith, I. M.: J.A.M.A. 166:1197, 1958. (9) Kessler, A. D., 
fe. Child. 96:294, 1958. (10) Shaffer, T. E.: J. Michigan M. Soc. 57:851, 1958. 
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IN VITRO SENSITIVITY OF PATHOGENIC STAPHYLOCOCCI TO CHLOROMYCETIN AND) 
TO ANOTHER WIDELY USED RROAD-SPECTRUM ANTIBIOTIC FOR 1958, 1957, and 1955" 2 3 

1957 (200 STRAINS) 


1955 (42 TO 103 STRAINS) 


20 40 60 80 100 


* Adapted from Holloway and Scott. In this stady CHLOROMYCETIN 
and Antibiotic A were used in identical strengths of S meg. Ft oe 
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Until the discovery of DECADRON* by MERCK SHARP & DOHME, when your diabetic patients were 
also in need of corticosteroid treatment, you were often faced with a difficult therapeutic dilemma. 
Diabetes mellitus was a recognized contraindication to the use of corticosteroids, since they not 
only aggravated the existing diabetic symptoms, but often precipitated latent diabetes, 


any diabetic 
may have 
BENEFITS 
CORTICOSTEROID 
THERAPY 


DECADRON—the new and most potent of all anti-inflammatory corticosteroids —is 
remarkable for its virtual absence of diabetogenic effect in therapeutic doses. 


In clinical trials with some 1,500 patients glycosuria 
was noted in only two, transitory glycosuria in another 
two, and flattening of the glucose tolerance curve in 
one. There were no instances of aggravation of existing 
diabetes, no increase in insulin requirements. Patients 
whose diabetes was severely aggravated on predniso- 
lone showed good tolerance when transferred to 
DECADRON. 

MORE patients can be treated with DECADRON than 
with other corticosteroids, because in addition to being 
practically free of diabetogenic activity, therapy with 
DECADRON is also practically free of sodium retention, 


potassium depletion, hypertension, edema and psychic 

| disturbances. Cushingoid effects are fewer and milder. 
= DECADRON has not caused any new or “‘peculiar”’ re- 
% actions, and has produced neither euphoria nor depres- 


DEXAMETHASONE sion, but helps restore a ‘‘natural’’ sense of well-being. 
° *DECADRON is a trademark of Merck & Co., Inc., ©1958 Merck 
to treat more patients & Co., Ine. 


a Oc MERCK SHARP & DOHME 
DIVISION OF MERCK & CO., Inc., PHILADELPHIA 1, PA, 
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the higher 
blood levels of 


potassium 
penicillin V 


OMMON 
BACTERIAL 
PROBLEMS 
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IN FILMTAB® / IN ORAL SOLUTION 
AND IN COMBINATION WITH SULFAS 


(POTASSIUM PENICILLIN V) 


INDICATIONS 

Against all penicillin-sensitive organisms. When 
combined with Sulfas, COMPOCILLIN-VK is 
especially effective in treating mixed infections 16 
such as may occur in the respiratory or urinary 
tract. 


DOSAGE 12 
Range is from 125 mg. (200,000 units) three 

times daily to 250 mg. (400,000 units) every 

four hours. Children’s dosage is determined by 

body weight. When combined with sulfa triad, 

range is one Filmtab three times daily to two 

Filmtabs every four hours. 


SUPPLIED 

COMPOCILLIN-VK Filmtabs: 125 mg. (200,000 
units), bottles of 50 and 100; 250 mg. (400,000 
units), bottles of 25 and 100. 


Units/cc. 


14 


COMPOCILLIN-V K Granules for Oral Solution: Hours 

In 40-ce. and 80-cc. bottles. When reconsti- 

5-ce. of The highest levels of Filmtab C 
avo solution represen mg. (200, The medion of 


units) of potassium penicillin V. 

Note the high upper levels and averages at 4% hour, and 
COMPOCILLIN-VK with Sulfas: Each Filmtab at 1 hour. 
contains 125 mg. (200,000 units) of potassium Doses of 400,000 units were administered before meal- 
penicillin V and 500 mg. of sul- time to 40 subjects involved in this study. 
fonamides. At all pharmacies. Ob MTAS—FILM-SEALED TABLETS, ABBOTT, PAT. APPLIES FOR. 
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All cold symptoms 
can be controlled 


Provides Triaminic for more complete Provides Dormethan (brand of . dextro- 
and more effective relief from nasal and methorphan HBr) for non-narcotic anti- 
paranasal congestion because of systemic tussive action on the cough reflex center in 
transport to all respiratory hance all the medulla—as effective as codeine but 
without drawbacks of topical therapy. 


Provides well-tolerated APAP (N-acetyl-p- ; 
aminophenol) for prompt and effective Provides terpin hydrate, classic expector- 
ant to thin inspissated mucus and help the 


analgesic and antipyretic action to make . 
the patient more comfortable. patient clear the respiratory passages. 


tLhotka, F. M.: Illinois M. J. 112:259 (Dec.) 1957. Fabricant, N. » Be 
Monthly 37: 460 (July) 1958. Farmer, D. F.: Clin. Med. 5: Nes. ph by 1958. 
Special “timed release” design Each TUSSAGESIC tablet provides: 
first—the outer layer dis- (phenylpropanolamine HCl . . 25 mg. 
solves within minutes to pheniramine maleate . . . 12.5 mg, 
give to 4 houre of relief pytilamine maleate . . . 12.5 mg.) 


Dormethan 
then-—the Inner core 
Ingredi- (brand of dextromethorphan HBr) 30mg. 


ents to sustain relief Terpin hydrate. . . . . . . . 180mg. 
for 5 to 4 more hours APAP (N.-acetyl-p-aminophenol) . . 325 mg. 


also available for those patients who prefer Dosage: One tablet in the morning, midafter- 
liquid medication: Tussagesic suspension noon and in the evening, if needed. 


*  * timed-release 


Tussagesic sien 


*Contains TRIAMINIC to Sip running noses rs &. and open stuffed noses orally 


SMITH-DORSEY « a division of The Wander Company «¢ Lincoln, Nebraska * Peterborough, Canada 
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in over three years of clinical use 
in over 600 clinical studies 


FOR RELIEF OF ANXIET 
AND MUSCLE ‘TENSION 


Does not interfere with autonomic function 
Does not impair mental efhiciency, 
motor control, or normal behavior 

Has not produced hypotension, 
agranulocytosis or jaundice 


Supplied: 400 mg. scored tablets, 200 mg. sugar-coated tablets. 
Wal WALLACE LABORATORIES, New Brunswick, N. J. 
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‘apsules. / Oral Suspension Sun SROs 


me in the 


patient: 
95% effective in published cases‘* 


No. of | 
Conditions treated Patients 3 


ALL INFECTIONS 558 


Ade 
Respiratory infections 258 208 
Pharyngitis and/or tonsillitis 65 e 58 
Pneumonia 90 
Infectious asthma 44 
23 
i7 


Otitis media 31 
Other respiratory 28 
Skin and soft tissue infections 230 38 
infected wounds, incisions and 
lacerations 41 8 
Abscesses 51 8 | ~ 
Furunculosis 58 = 6 1 
Acne, pustular 43 2a 15 
Pyoderma 19 ine 
Other skin and soft tissue 18 1 
(infected burns, cellulitis, 
impetigo, ulcers, others) 
Genitourinary infections 28 


~ 


Acute pyelitis and cystitis 
Urethritis with gonorrhea or cystitis 8 ts 
Pyelonephritis 4 
Salpingitis 5 

Pelvic inflammation with endometriosis 


Miscellaneous 42 
(adenitis, enteritis, enterocolitis, 
subacute bacterial endocarditis, fever, 
hematoma, staphylococcus carriers, 
osteomyelitis, tenosynovitis, septic | 
arthritis, acute bursitis, periarthritis) zi 
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in the 
laboratory: 


over 90% effective 
against resistant staph 


COMPARATIVE TESTS BY THREE METHODS 
(DISC, TUBE DILUTION, CYLINDER PLATE) 
ON 130 STAPHYLOCOCCI® 


100.0% 


]87.1% 
95.5% 
93.4% 

100.0% 


antibiotic A 2-10 units tao 2-15 mcg. 
antivicticB 5-30 mcg. antivioticD 2-15 meg. 
antibiotic C 5-30 mcg. [Antibiotic E 5-30 mcg. 


Percentage of organisms inhibited by the range of 
concentrations listed for each antibiotic. 


Other Tao advantages: 


Rapidly absorbed —stable in gastric acid,’ TAO 
needs no retarding protective coating 

Low in toxicity — freedom from side effects in 96% 
of patients treated; cessation of therapy 
is rarely required 

Highly palatable — “practically tasteless”’ active 
in a pleasant cherry-flavored 
medium. 


Dosage and Administration: Dosage varies accord- 
ing to the severity of the infection. For adults, the 
average dose is 250 mg. q.i.d.; to 500 mg. q.i.d. in 
more severe infections. For children 8 months to 
8 years, a daily dose of approximately 30 mg./ Kg. 
body weight in divided doses has been found effec- 
tive. Since TAO is therapeutically stable in gastric 
—s it may be administered without regard to 
meals. 


Supplied: TAO Capsules—250 mg. and 125 mg., 

botties of 60. TAO for Oral Suspension—1.5 Gm., 

125 mg. per teaspoonful (5 cc.) when reconsti- 

a unusually palatable cherry flavor; 2 oz. 
e. 


References: 1. Koch, R., and Asay, L. D.: J. Pediat., 
in press. 2. Leming, B. H., Jr., et al.: Paper presented 
at the Symposium on Antibiotics, Washington, D. C., 
Oct. 15-17, 1958. 3. Meliman, et al.: Paper presented 
at the Symposium on Antibiotics, Washington, D. C., 
Oct. 15-17, 1958. 4. Olansky, S., and McCormick, G. E., 
Jr.: Paper presented at the Symposium on Antibiotics, 
Washington, D. C., Oct. 15-17, 1958. 5. Shubin, H., 
et al.: Antibiotics Annual 1957-1958, New York, N. Ves 
Medical Encyclopedia, inc., 1958, p. 679. 6. Isenberg, 
H., and Karelitz, S.: Paper presented at the Symposium 
on Antibiotics, Washington, D. C., Oct. 15-17, 1958. 
7. Wennersten, J. R.: Antibiotic Med. & Clin. Therapy 
5:527 (Aug.) 1958. 8. Kapian, M. A., and Goldin, M.: 
Paper ngs at the Symposium on Antibiotics, 
Washington, D. C., Oct. 15-17, 1958. 9. Truant, J. P.: 
Paper presen og at the Symposium on Antibinties, 
Washington, D. C., Oct. 15-17, 1956. 


Tao dosagc forms — 
for specific clinical situations 


Tao Pediatric Drops 
For children — flavorful, easy to administer. 


Supplied: When reconstituted, 100 mg. per cc. 
Special calibrated droppers—5 drops (approx. 
25 mg.) and 10 drops (approx. 50 mg.). 

10 cc. bottle. 


TaO-AC (Tao anaigesic, antihistaminic compound) 

To eradicate pain and physical discomfort in 
respiratory disorders. 

Supplied: In bottles of 36 capsules. 


Taomip* (Tao with triple sulfas) 


For dual control of Gram-positive and Gram-nega- 
tive infections. 


Dupollase Tablets, bottles of 60. Oral Suspension, 
bottles of 60 cc. 
intramuscular or Intravenous 
For direct action —in clinical emergencies. 
Supplied: in 10 cc. vials. 


New York 17, N.Y. 
Division, Chas. Pfizer & Co., inc. 
Science for the Worid’s Well-Being — 
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AMES | 
LINIQUICK 


CLINICAL BRIEFS 
FOR MODERN PRACTICE 


How can the problem of “‘postchole- 
cystectomy syndrome’ be reduced? 


A “routine” operative cholangiogram is now recommended in addition to 


thorough surgical exploration, reducing the number of cholecystectomized 
patients later presenting the same symptoms as before the operation. 


Source: Vazquez, S. G.: J. Internat. Coll. Surgeons 28:394, 1957. 


for pre- and postoperative 


management of biliary EC 0 N° 
tract disorders... “therapeutic bile” 


Hydrocholeresis with DECHOLIN combats bile stasis by flushing the biliary tract 

with dilute, natural bile... 

* corrects excessive bile concentration 

¢ helps to thin gallbladder contents 

¢ benefits patients with chronic cholecystitis, noncalculous cholangitis, and 
biliary dyskinesia 


in functional G.I. distress... D EC H 0 L i N 
with BELLADONNA 


¢ reliable spasmolysis 
improved liver function Elkhart Indiana 


Toronto Canada 
available: DECHOLIN Tablets: (dehydrocholic acid, AMES) 3% gr. 
(250 mg.). Bottles of 100, S00 and 1,000: drums of 5,000. 
DECHOLIN with Belladonna Tablets: (dehydrocholic acid, AMEs) 
3% gr. (250 mg.) and extract of belladonna % gr. (10 mg.). 
Bottles of 100 and 500. 
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Robitussin: Each 5-cc. tea- 
spoonful contains glyceryl 
guaiacolate 100 mg. 


Robitussin A-C: Same formula, 
plus prophenpyridamine 
maleate 7.5 mg. and codeine 
phosphate 10 mg. per 5 cc. 
Exempt narcotic. 


Supply: Bottles of 4 fl. oz., 
1 pint and 1 gallon. 


1. Bickerman,. H. A.: Jn Drugs of 
Choice 1958-1959, ed. by W. Modell 
Mosby, St. Louis, 1958, p. 562. 


2. Hayes, E. W., and Jacobs, L. S.! 
Dis. Chest 30:441, 1956. 


A. H. Robins CO., INC., RICHMOND 20, VIRGINIA 


Ethical Pharmaceuticals of Merit since 1878 
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in 
his capsule 
lives the 
ost widely 
used 


the most 
widely useful 
antibiotic 
in the 


world 
Achromycin 


Tetracycline with Citric Acid Lederle 


SUPPLIED IN CAPSULES OF 250 MG. 
WITH 250 MG. CITRIC ACID. 
AND 100 MG. WITH 100 MG. CITRIC ACID. 


LEDERLE LABORATORIES, A DIVISION OF AMERICAN CYANAMID COMPANY, PEARL RIVER, NEW YORK 
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All this for 
one monthly fee 


¥ Enjoy the most modern x-ray facilities . . . 
avoid obsolescence losses 

¢& No surprise ‘‘extras’’ — covers periodic in- 
spection, maintenance, replacement tubes, 
parts 


¢ Freedom to add or replace equipment as 
improvements appear 


GE. pays for insurance... assumes prob- 
lem of collecting for equipment damage 


J G.E, pays local property taxes 


From | 
lw without capital outlay 


the difference is 


Here’s the perfect answer for a cost-saving 
x-ray installation, easy to keep abreast of im- 
portant new developments. G-E Maxiservice 
ties up none of your capital... eliminates 
trade-in losses — progress determines your 
time for exchange, not finances. In effect, you 
contract for utility, convenience, flexibility 
and service, not for just equipment. 

For complete details, contact your G.E, 
X-Ray representative listed below. 


Progress /s Our Most Important Product 
GENERAL ELECTRIC 


PHILADELPHIA 


Direct Factory Branches: 


-Hunting Park Avenue at Ridge BALTIMORE — 3012 Greenmount Ave. 
BAldwin 5-7600 HOpkins 7-5340 
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The 


HOUSE-CALL 
ANTIBIOTIC 


e Effectiveness demonstrated in more 
than 6,000,000 patients since 
original product introduction (1956) 


e Extremely wide range of action is 
particularly reassuring when culture and 
sensitivity testing is impractical 


More than 90 clinical references attest to superiority a 
effectiveness of Cosa-Signemycin (Signemycin). Bibliograp 
and professional information booklet available on reques 


Pfizer Science for the world’s well-bei 
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new 3-way 
build-up tor 
the under par 


improve appetite and energy 
with ample amounts of vitamins—B,, Bz, By. 


strengthen bodies with needed protein 
Through the action of |-Lysine, cereal and 
other low-grade protein foods are up-graded 
to maximum growth potential. 


discourage nutritional anemia 

with iron in the well-tolerated form of 
ferric pyrophosphate...plus sorbitol for 
enhanced absorption of both iron and By. 


WITH IRON SYRUP 


Average dosage is 1 teaspoonfu! daily. Available in botties of 4 and 16 fi. oz. 


delicious Each teaspoonfu! (5 cc.) contains: 


e aste 3.5 Gm. 


LEDERLE LABORATORIES, a Division of AMERICAN CYANAMID COMPANY, Pearl River, New York Lederle) 
*Reg. U.S. Pat. Off. 
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Lysine-Vitamins 
BON 


Relieve moderate or severe pain 
Reduce fever 


Alleviate the general malaise of 
upper respiratory infections 


TABLOID’ 


PRI 


“Subject to Federal Narcotic Regulations 


BURROUGHS WELLCOME & CO. (U.S.A.) INC., Tuckahoe, New York 
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Codeine Phosphate 
Phenobarbital ... 
Acetophenetidin ........ 
Aspirin (Acetylsalicylic Acid) 


Cedeine Phosphate ... 
Phenobarbital ...... 
Acetophenetidin ....... 
Aspirin (Acetylsalicylic Acid) . . 


...from pain of muscle and joint origin, simple headache, neuralgi 
and the symptoms of the common cold. 


‘TABLOID’ 


EMPIRIN COMPOUND 


Aspirin (Acetylsalicylic Acid) ....... gr.3% 


...from mild pain complicated by tension and restlessness. 


® 
Acetophenetidin ............... 
Aspirin (Acetylsalicylic Acid) ....... gr.3% 


*Subject to Federal Narcotic Regulations 


moderate to severe pain complucited nsion, anxiet restless 
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edicine’s priceless past is but 
prologue to its brilliant present 
and future. To help provide a better 
public understanding and aware- 
ness of Medicine’s proud traditions, 
Parke-Davis will launch a unique 
and informative new institutional 
advertising campaign this month. 
GREAT MOMENTS IN MEDICINE 
will depict historically accurate 
scenes of advancements in Medi- 
cine through the centuries. This 
very colorful and interesting 


MEDICINE INA 
4 History of Me 
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PT —one of 
Series of oil Painti 
mussioned by 


NCIENT 


dicine in Pictures,” com 


Parke-Davis campaign will appear 
regularly during 1959 in LIFE, 
SATURDAY EVENING POST, TIME, 
READER’S DIGEST, and TODAY'S 
HEALTH. As a preview to the med- 
ical profession, the first ad in this 
series is reprinted above. Within 
a few weeks millions of people 
throughout the United States — 
and the world —will also see it. 


PARKE-DAVIS 


... Pioneers in better medicines 


xxi 


Clothed in Spotless linens od AR 
ose came the dignity of h wearing a wig, as be. 
lock jaw. Although Patient with symptoms i modern physician source of fear 
Medic i Egy doc mm ing employs safe and 4 
this h ne in the ancien, ors dominated to Protect you effective 
such dreaded killer, and experience to Parke-Davis Persons in former times. 
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after millions of prescriptions 


...an unparalleled safety record 


provides fast, high blood and tissue 
concentrations 


Because ERYTHROCIN Stearate is rapidly ab- 
sorbed, patients get therapeutic blood and tissue 
levels within 30 minutes. High, peak levels occur 
between one and two hours—and effective con- 
centrations are maintained for at least six hours. 
Always at hand, then, against more critical in- 
fections is ERYTHROCIN-I.M.—the only intra- 
muscular form of erythromycin available. 


backed by years of clinical effectiveness 
Actually, every prescription you write for 
ERYTHROCIN is backed by more than six years 
of clinical effectiveness against coccal infections. 
And, with the problem of antibiotic resistance 
becoming more important daily, the value of 
ERYTHROCIN as a day-to-day anticoccal agent is 
dramatically underlined. 


supported byan unparalleled safety record 
During all the years ERYTHROCIN has been pre- 
scribed, serious reactions have been practically 
nonexistent. Unlike penicillin, allergy is no 
problem. And, in contrast to “broad-spectrum”’ 
action, the normal flora of the intestinal tract is 
virtually unaltered with ERYTHROCIN therapy. 


offers bactericidal activity 

Unlike broad-spectrum antibiotics, ERYTHROCIN 
is classed as a bactericidal antibiotic. It offers 
lethal action against common coccic invaders— 
resulting in prompt clinical response. 


provides convenient dosage forms 
Usual adult dose is 250 mg. four times daily. 


Children’s dosage is reduced in proportion to 
body weight. ERYTHROCIN comes in Filmtabs® 
(100 and 250 mg.), bottles of 25 and 100. Also in 
oral suspension and for intramuscular use. Won’t 
you prescribe ERYTHROCIN doctor? h60tt 


if you’re concerned with blood levels... 


Dotted line shows actual inhibitory concentrations 
against most organisms. Note the high ranges and 
medians of ERYTHROCIN Stearate at one, two, four 
and six hours. Data represents three studies with 
adults. Each was given one 250-mg. Filmtab. 


hours O 1 2 3a 6 


And where you need a consistent uniform response 
that only an injectable form can provide, remember— 
ERYTHROCIN-I.M.(Erythromycin Ethyl Succinate, 
Abbott) and ERYTHROCIN LACTOBIONATE. 


@Filmtab—Film-sealed tablets, Abbott; pat. applied for. 
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IN OFFICE SURGERY 


ELECTIVE AND TRAUMATIC 


use XYLOCAINE first... 
as a local anesthetic 
or a topical anesthetic 


SPRAY INFILTRATION NERVE BLOCK 


Xylocaine HC] solution, the versatile anesthetic for general office sur- 
gery, relieves pain promptly and effectively with adequate duration 
of anesthesia. It is safe and predictable. Local tissue reactions and 
systemic side effects are rare. Supplied in 20 cc. and 50 cc. vials; 0.5%, 
1% and 2% without epinephrine and with epinephrine 1:100,000; also 
in 2 cc. ampules; 2% without epinephrine and with epinephrine 
1:100,000. 


XYLOCAINE’ SOLUTION 


(brond of lidocaine”) 


Astra Pharmaceutical Products, inc., Worcester 6, Mass., U.S.A. 


%y S PAT NO. 2.441 496 MADE N USA 
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UNIQUE VITAMIN SUPPLEMENT 


VIGRAN 


CHEWABLES 


SQUIBB MULTIPLE VITAMIN SOFT TABLETS 


fruit-punch flavored 
tablets that will 
actuall 
“melt in the mouth” VIGRAN CHEWABLES faste 


like candy, but contain no 
can be chewed like candy ingredients harmful to teeth. 
Important, too, is that VIGRAN 
CHEWABLES dissolve easily 
e in the mouth and smell good. 


These advantages will also appeal 
to your elderly patients. And 
VIGRAN CHEWABLES 

can be crushed and sprinkled on provide at least 125% of the 

cereal or other food minimum daily requirements 

for vitamins A, D, B,, Bs, 
niacinamide and C, and 
significant amounts of other 
essential vitamins. 


Each VIGRAN CHEWABLE 
tablet contains: 


Vitamin A 


Vitamin D 


Vitamin C 


Vitamin B, 


Vitamin B, 
Vitamin B, 


Niacinamide 


Calcium Pantothenate 3 mg. 
Vitamin B,. 5 meg. 


Available in Rx-size bottles of 30 and 90. 


Squibb Quality — 
the Priceless Ingredient 


can be easily swallowed (small tablet size) ‘Vigran’® is a Squibb trademark 
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REFRACTORY 
CASES 
RESPOND 10 


DARICON tablets 


OXYPHENCYCLIMINE HYDROCHLORIDE 
POTENT ANTICHOLINERGIC ACTION 


curbs secretion when excessive 
normalizes motility when overactive 


Activity appears to be restricted to the desired site of action. 
Predictable therapeutic response in refractory cases. 


Potency and Prolonged Duration of Action 
10 mg. b.i.d. Average Dose - Supplied as: 
10 mg. white, scored tablets 


References: 1. Finkelstein, Murray: Journal of is 
Pharmacology and Experimental Therapeutics, in ye 
press, 2. Winkelstein, Asher: Paper in preparation. 


*Trademark 


Pfizer) Science for the world’s well-being 


PFIZER LABORATORIES 
Division, Chas. Pfizer & Co., Inc., 


Brooklyn 6, N. Y. 
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im cases of tension 


Serpate’ 


(Reserpine, Vale) 


must be controlled 


...« provides sedation without hypnosis, o sense 
of relaxed well being and tranquility 


... effects o graduel-ond s lowering of 
elevated blood pressure in patients with 
mild, labile or essential hypertension 


supplied: 0.1 mg. ond 0.25 mg. tablets in bottles of 100, 
500 and 1000, or on prescription at leading 


RAUWOLFIA 


SERPENTINA 


in cases of hypertension 


(Rauwolfia Serpentina. Vale) 
... double assayed to insure optimal therapeutic effect 


tested chemically to insure total alkaloid content — 
tested biologically te insure uniform hypotensive action 


... ideal therapy in labile and moderate hyper- 
tension or as adjunctive therapy in severe 
hypertension 


... achieves gradual lowering of the blood pressure, 
gentle sedation, tranquilization with prolonged 
effect even ofter cessation of therapy 


supplied: 50 mg. and 100 mg. tablets in bottles of 100 and 
1000, or on prescription at leading pharmacies 


THE VALE CHEMICAL COMPANY, INC. allentown, pa. 


PHARMACEUTICALS 
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Each teaspoonful (5 ec.) contains : 


Dihydrocodeinone bitartrate 
CHLOR-TRIMETON® Maleate 
{ehlorprophenpyridamine maleate) 
Sodium salicylate 
Sodium citrate 

Caffeine 

Glycery! guaiacolate 
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1.67 mg. 


2 mg. 
0.225 Gm. 
0.12 Gm. 
30 mg. 
0.03 Gm. 


© Exempt narcotic. 
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LILLY AND COMPANY 
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For a 


quick 


comeback 


V-CILLIN K... 


QUALITY / MESEARCH INTEGRITY 


dependable, fast, effective therapy 


V-Cillin K produces therapeutic blood 
levels in all patients within five to fifteen 
minutes after administration—levels 
higher than those attained with any 
other oral penicillin. Infections resolve 
rapidly. Dosage: 125 or 250 mg. three 
times daily. Supplied: In scored tablets 
of 125 and 250 mg. (200,000 and 400,000 
units). 


INDIANAPOLIS 6, 


New: V-Cillin K® Sulfa. Each tablet com- 
bines 125 mg. of V-Cillin K with 0.5 Gm. 
of the three preferred sulfonamides. 


New: V-Cillin K, Pediatric, a taste treat 
for young patients. In bottles of 40 and 
80 cc. Each 5-cc. teaspoonful provides 
125 mg. of V-Cillin K. 

V-Cillin K® (penicillin V potassium, Lilly) 


V-Cilin K® Sulfa (penicillin V potassium with 
triple sulfas, Lilly) 


INDIANA, 


FEBRUARY, 1959 


U.S.A. 


933220 
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RETROPERITONEAL HEMANGIOPERICYTOMA 
ASSOCIATED WITH HYPOGLYCEMIA 
AND MASCULINIZATION 


JOHN W. Howarp, M.D.* and PerK LEE Davis, M.D.** 


Retroperitoneal or intra-thoracic fibro- 
genic tumors associated with hypoglycemia 
are one of the rare and most interesting 
causes of organic hypoglycemia. To the 
best of our knowledge, there are only 14 
such tumors reported.'-'” 


The following case of a retroperitoneal 
hemangiopericytoma associated with hypo- 
glycemia and with masculinization is histo- 
logically similar in many respects to those 
previously reported. 


FIGURE 1 
Patient aged 16. 


*Director, Department of Pathology, The Delaware Hospital, 
Wilmington, Delaware. ; 
**Director, The Davis Clinic, Paoli, Pennsylvania. 


CASE REPORT 


A 17-year-old female was in good health 
until the summer of 1946 when, at the age 
of 16, she suffered attacks of colicky, left- 
sided, lower abdominal pain thought to be 
associated with kidney stones. In Novem- 
ber, 1946, teachers noted emotional in- 
stability and weight loss. Early in 1947 
her hair, which was normally black, became 
drier, coarser and more abundant and 
showed an increased tendency to curl. 
(Figs. 1 & 2) In March there were episodes 
of flushing of the face. By May, 1947, she 
was no longer able to handle the work re- 


FIGURE 2 
Patient 1947 immediately post operative. 
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FIGURE 3 
Gross specimen 1947 showing soft brainlike tissue. 


quired and reported difficulty in reading 
and focusing her eyes. During the next two 
months she appeared drowsy and on eight 
mornings lapsed into unconsciousness. 
When it was found that blood sugar 
dropped to 30 to 40 mgm. during an at- 
tack, they were relieved with sugar or in- 
travenous glucose. At the same time the 
features gradually changed and she devel- 
oped an acneform dermatitis on the face, 
upper arms, and back. 


She was admitted to the Delaware Hos- 
pital on August 6, 1947 to ascertain the 
cause of the hypoglycemia and at that time 
a pelvic mass was discovered. On admis- 
sion, her coarse dry hair had normal female 
distribution and was greater in amount on 
the arms and legs. She had a dark com- 
plexion, normal breasts, and skin texture, 
other than face, definitely feminine. The 
menstrual cycle was normal. The mass 
noted on the left side of the pelvis was 
grossly the size of an orange. The blood 
count appeared normal. Four plus gly- 
cosuria and a fasting blood sugar of 36 


mg. per cent were reported. The admission 
cholesterol was 245 mg., the BMR 4 plus, 
and the Friedman negative. 


The patient was operated on August 9, 
and an ovoid poorly encapsulated retroperi- 
toneal tumor mass measuring 14 x 14 x 16 
cm. was found. It filled the left pelvis and 
appeared to arise on the anterior surface of 
the sacrum. (Fig. 3) The uterus, tubes, 
and ovaries were normal. Grossly, the 
tumor mass was described as numerous 
pieces of partly encapsulated friable tissue 
which was easily broken and had the con- 
sistency of brain tissue. It was uniformly 
yellow, chalk-white in color. Histological 
sections of the retroperitoneal tumor mass 
revealed an_ ill-defined, uniformly solid 
microscopic pattern consisting of connec- 
tive tissue type of cells arranged in wavy 
bands and pseudo-whorls without definite 
design. From field to field, there were sug- 
gestions of compressed vascular spaces. 
(Fig. 4) Larger vessels were inconspicuous. 
Reticulum stains (Fig. 5) revealed a pat- 
tern compatible with hemangiopericytoma 
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FIGURE 4 
Photomicrograph of tumor showing 
fibrogenic pattern. 


> 


FIGURE 5 
Hemanigiopericytoma. Laidlaw silver reticulum 
impregnation (Foote’s modification) showing 

clearly defined capillary sheaths. 


with many capillaries surrounded by peri- 
cytes enclosed within a reticulum sheath. 
Throughout there were irregular strands of 
collagen material associated with tumor 
cells. The nuclei showed few mitoses and 
varied in size and appearance from area to 
area. In some there was a preponderance 
of large fusiform round vesicular nuclei; in 
others, they were small, pyknotic, and stel- 
late. Initial impression from responsible 
consultants included neurogenic sarcoma, 
endothelioma, sarcomatoid variant of arr- 
henoblastoma and malignant mesenchymal 
neoplasm. Subsequent review of this case 
by Dr. Lauren V. Ackerman and Dr. Arthur 
Purdy Stout suggested the diagnosis of 
hemangiopericytoma with which the major- 
ity now agree. No insulin assays were per- 
formed. 


Post operatively, the patient recovered 
well. There were no further episodes of un- 
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consciousness and on a general diet the 
blood sugar did not fall below 90 mg. per 
cent. An insulin tolerance test revealed a 
fasting sugar 85 following 2.5 units of reg- 
ular insulin; 30 minute sugar, 65; 60 min- 
ute, 85; 90 minute, 90 mg.; 120 minute, 95 
mg. On August 28, Dr. A. E. Rakoff, Jef- 
ferson Hospital, Philadelphia, Pennsylvania, 
reported the urine gonadatropins as less 
than 6 mu. for 24 hours (diminished); 17 
Ketosteroids, 2.9 mg. for 24 hours (di- 
minished.) Urine estrogens were more than 
200 mu. for 24 hours (excessive). He noted 
at this time that the hormone assays tended 
to point towards a pituitary-adrenal de- 
ficiency indicated by the low gonadotro- 
pins and the low 17 Ketosteroids. The low 
17 Ketosteroids were against any masculin- 
ization tumor such as an arrhenoblastoma 
or an adrenal cortical tumor. In view of the 
high estrogens, the possibility of a granu- 
losa cell tumor was suggested. 

At the time of the patient’s discharge the 
skin had become softened and free of lesions 
and the hair appeared less coarse and dry. 
The patient felt well and the only stigma 
appeared to be the thickened, kinky hair. 
During the next two years, the patient’s 
condition did not change although there 
was some improvement in the texture of 
the skin and hair. She resumed her school- 
ing until May, 1950, when a mass in the 
left lower abdominal quadrant was dis- 
covered. She was again admitted to the 
Delaware Hospital on June 5, 1950, at 
which time her physical condition was ex- 
cellent. There was no evidence of hirsutism 
or previous skin or hair changes. RBC was 
3 million; Hemoglobin, 10 grams. At op- 
eration a small metastatic mass of tumor 
tissue on the anterior abdominal wall at the 
site of the previous operative scar was re- 
moved together with several 5 cm. similar 
masses of tissue overlying the left psoas 
sheath. The left ovary was grossly thought 
to have been involved with tumor and was 
removed. The right ovary appeared normal. 
Pathological examination revealed that the 
ovary was normal and that the tumor was 
adjacent to it. The histological pattern of 
the tumor resembled that previously re- 
moved. 


On December 12, 1951, the patient was 
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operated on at the Presbyterian Hospital 
in Philadelphia and had a right oophorec- 
tomy, a right salpingectomy, a hysterec- 
tomy and a resection of recurrent tumor in 
the pelvis omentum. On February 2, 1952, 
again at the Presbyterian Hospital, she was 
explored after having received nitrogen 
mustard. Two pieces of tissue were re- 
moved from the posterior parietal peri- 
toneum along with iliac vessels. On both 
admissions, the histology appeared similar. 


During the intervening time, the patient 
was graduated from the University of Del- 
aware and had been teaching school (Fig. 
6) She had married and in 1954 was ad- 


FIGURE 6 
Patient 1951 revealing normal features. 
mitted to the Corona Naval Hospital in 
California and to the Philadelphia Naval 
Hospital in 1955 where additional abdomi- 
nal masses of similar histological pattern 
were removed. The patient was followed at 
the Davis Clinic, Paoli, Pennsylvania, and 
was treated with intraperitoneal radio- 
active gold and intravenous TEPA together 
with the radiation. Anemia became a prob- 
lem and on December 11, 1956, the patient 
returned to the Delaware Hospital for a 
series of transfusions to counteract the 
anemia, which at times was associated with 
a hemoglobin of 2.9 gm. The final admis- 
sion was on January 18, 1957, Shortly after 
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admission, the patient became unresponsive 
although able to obey and have motor re- 
sponse to orders. The course was proges- 
sively downward and on January 25, 1957, 
the temperature rose to 104.8F and death 
occurred. Autopsy revealed numerous 1.0 
to 10.0 cm. sarcoma nodules in the liver. 
There were small serosal implants on the 
intestine and a residual 10 cm. sarcoma 
nodule in the left pelvic wall at the site of 
the original operation. The brain showed 
extensive softening of the entire temporal 
lobe including the putamen, internal cap- 
sule and basal peduncles. The pituitary and 


-adrenal glands were normal. Sections of the 


tumor were identical with those from the 
previous surgical specimens. 


DISCUSSION 


The association of hypoglycemia with 
tumors of apparent non-pancreatic origin 
has been observed with interest in recent 
years. Two cases associated with peritoneal 
pseudomyxoma'’ and one with peritoneal 
mesothelioma'' have been reported. A much 
larger group with histological similarity 
has been reported and classified as fibro- 
mas, fibrosarcomas or fibrogenic tumors. To 
this latter group we have added another, 
making the current listed total of fifteen. 


The present case, in addition to present- 
ing clear-cut episodes of hypoglycemia, 
which did not recur after the initial opera- 
tion, showed initial masculinization which 
also did not recur. Histologically, similar 
tumor recurred, but not as bulky as the 
original, until the terminal course. Table 1 
lists the fifteen fibrogenic tumors with some 
recurrences associated with hypoglycemia 
and some not. No reported instances of 
associated masculinization were found. 


When the fifteen fibrogenic tumors are 
reviewed as a group (see Table 1) they 
appear to have several common features. 
All tend to be bulky, they occur more com- 
monly as retroperitoneal tumors although 
a few have been intrathoracic and each has 
a common spindle cell pattern that does 
not directly suggest pancreatic origin. How 
they produce hypoglycemia has resulted in 
many theories which have not been proved. 
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TABLE I 
PUBLISHED CASES OF FIBROGENIC TUMORS AND HYPOGLYCEMIA 


Recurrence of 


Year Age Insulin 
Reported Author Sex Type, Location of Tumor Size Assay Hyvoely ae 
1930 Doege (1) 50M_ Fibrosarcoma 10x6 inches 
mediastinum 414 lbs. 
1939 Seckel (2) 56M_ Fibroma superior to right Massive Neg. Yes 
lobe of liver 
1942 Arkless (3) 45M Rhabdomyofibroma 2900 gm. Yes 
diaphragm 20x12x12 cm. 
1943. Hines (4) 42M _ Liposarcoma right upperGrapefruit Yes 
quadrant 
1949 =—s Sttafffieri (5) 25M_ Spindle cell tumor, 20x9x11 cm. Neg. 
retroperitoneal 
1954 = Skillern (6) 68F Neurofibrosarcoma right 2440 gm. 
thorax 24x18x17 cm. 
70M _ Retroperitoneal 4720 gm. 
fibrosarcoma 21x16x15 cm. 
1955 Howard, J. E. 16F Neurogenic fibrosarcoma Grapefruit (21) Neg. Yes 
(7) region left adrenal 
1956 Silvis (8) 23M _ Retroperitoneal fibroma 1200 gm. 
1956 Porter (9) 45F Spindle cell tumor, 20x16x13.5 cm. 
retroperitoneal 
1957 Scholz (10) 47M_  Perirenal fibrosarcoma 10.5x10x8 cm. 
56M Fibrosarcoma right lobe Football Neg. Yes 
liver 
1957 Holten (11) 41F Retroperitoneal spindle Two fists 
cell sarcoma 
1958 August (12) 82F Intrathoracic 1370 gm. Positive 
fibrosarcoma 14x14x14 cm. 


1959 Howard, J. 17F 


Retroperitoneal 


14x14x16 cm. 


hemangiopericytoma 


1. Stimulation of pancreatic insulin by 
tumor. 


2. Excessive carbohydrate utilization by 
tumor. 


3. Direct release of a hypoglycemic sub- 
stance. 


4. Atypical low grade islet cell tumor. 


Of those listed, direct release of a hypo- 
glycemia substance merits the greatest con- 
sideration today. Insulin-like substances 
(Insulinoid) in tumors has been reported.'® 


Several of the reported cases were as- 
sayed for insulin with negative results,?:*:*:'" 
although it is quite likely that the earlier 
methods used were technically not ade- 
quate. In a recently reported case by 
August and Hiatt’* insulin-like activity in 
an intra thoracic fibrosarcoma was demon- 
strated. The assay utilized the rat-hemi- 


diaphragm method of Vallance-Owen'’ and 
revealed activity in the 1370 gm. tumor to 
be equivalent to about 600 units of insulin. 
This important contribution clearly indi- 
cates that a reappraisal of the metabolic 
nature of these fibrogenic tumors should be 
made. Although the technique is not suit- 
able for the general laboratory, material 
can be fresh frozen and saved for assay as 
similar tumors appear. 


The etiology of the masculinization in the 
present case cannot be satisfactorily ex- 
plained, although initially there appeared 
to be some disturbance in endocrine bal- 
ance and the assay nineteen days post op- 
eratively indicated a pituitary adrenal de- 
ficiency. The ovaries showed no abnor- 
mality either grossly or microscopically. 
Whatever the underlying cause of the early 
masculinization it, like the causative sub- 
stance of the hypoglycemia, disappeared 
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after the initial operation suggesting a di- 
rect relationship with tumor tissue. 


The recurrence of tumor without hypo- 
glycemia has been noted in previous cases, 
and it has been suggested'’ that these re- 
current tumors may not be accompanied by 
hypoglycemia unless they become bulky. 
As our recurrence did not become bulky 
until terminally, it may be suggested that 
a variation in the character of the tumor 
can be directly related to the amount of 
hypoglycemic substance released. Similar 
theories also may explain the non-recur- 
rence of the masculinization characteristics. 


The designation of this retroperitoneal 
tumor as a hemangiopericytoma is the first 
instance in this particular group of fibro- 
genic tumors to be associated with hypo- 
glycemia. In 1942 Stout and Murray'* and 
in 1949 Stout'’ described this tumor char- 
acterized by small compressed capillaries 
lined by normal endothelial cells, with pro- 
liferation of spindle shaped or rounded 
tumor cells around these capillaries ap- 
parently arising from Zimmerman peri- 
cytes. Four of the 1949 series of 25 cases 
described by Stout were retroperitoneal in 
origin. Routine stains revealed a micro- 
scopic picture that appeared unorganized 
and jumbled. With the use of reticulum 
stains, the true nature of the tumor pro- 
liferation became evident in all cases. Later 
Stout*’ reported on thirty-two cases of 
hemangiopericytoma which demonstrated 
malignancy by aggressive growth in all and 
metastasis in fifteen. In this last series 
eight occurred in the retroperitoneum, me- 
sentery or omentum. 


The apparent histological similarity of 
this case with many of the published cases 
of fibrogenic tumors is striking. Nearly all 
cases presented a spindle cell pattern with 
varying amounts of collagen masses and an 
intensified vascular pattern, particularly 
when demonstrated by reticulum stains. Of 
particular interest in the case reported by 
August and Hiatt was the association of 
high insulin-like activity in areas where 
the tumor was more fibrous, less cellular 
and showed increased amounts of collagen. 
In contrast, the softer cellular areas from 


FEBRUARY, 1959 


the surface of the tumor mass were found 
to have 1,000 times less activity per gram. 


SUMMARY 


A case of retroperitoneal hemangioperi- 
cytoma associated with hypoglycemia and 
masculinization is presented. Initial re- 
moval of the tumor appeared to cure the 
hypoglycemia and masculinization. Later 
tumor recurrences were not associated with 
these changes. Fourteen similar fibrogenic 
tumors are briefly reviewed. The importance 
of modern bio-assay to aid in clarifying the 
relationship of this group of tumors and 
carbohydrate metabolism is indicated. 


Acknowledgment: The assistance of Dr. 
Arthur Purdy Stout and Dr. Lauren V. 
Ackerman in reviewing this case and assist- 
ing in the histological identification has 
been most particularly appreciated. 
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COMBINED ROENTGEN THERAPY AND 
HEMATOPORPHYRIN FOR 
SPONTANEOUS MAMMARY CARCINOMA IN MICE* 


Rospert MaArINE, M.D.,** LESLIE WHITNEY, M.D., and 


JAMES B. Dukes, M.D. 


The present article is to report on the 
effect of roentgen radiation and hemato- 
porphyrin in combination on spontaneous 
mammary carcinoma in C3H mice. A re- 
view of this type of experiment will pre- 
cede a presentation of our results. 


The curability of localized neoplasms by 
radiotherapy is determined by the thera- 
peutic ratio, which is a differential sensi- 
tivity between the neoplasm and the ad- 
jacent normal tissue. When the neoplasm 
is more sensitive, a tumor lethal dose can 
be given safely. In most instances the 
therapeutic ratio is low and a cure is diffi- 
cult. 


Radiosensitivity often is regarded as a 
fixed state or as one alterable only in the 
direction of increased resistance. Differ- 
ences in sensitivity of various tumor 
species are recognized, and _ differences 
in various individuals are well known. 
However, the concept of varying sensitivity 
in the same neoplasm in the same host at 
different times has not been sufficiently 
studied. A method of favorably altering 
the therapeutic ratio would offer a great 
improvement in radiotherapy. This could 
be accomplished by increasing the sensi- 
tivity of the neoplasm more than that of 
the host, or by increasing overall resistance 
with a greater change in the host. A drug 
doubling the resistance of a tumor would 
still be valuable if, at the same time, it 
trebled the resistance of the patient. 


“From the Delaware Hospital, Wilmington, Delaware, which 
supplied the funds and facilities for this study. We are 


indebted to Professor F. H. J. Figge of the University of 
Maryland for his valuable advice and to Baxter Labora- 
tories for the hematoporphyrin used. 

“Present Address: Shadyside Hospital, Pittsburgh, Penn- 


sylvania. 


Important advances have been made in 
the last three decades in the physical 
aspects of radiotherapy. During this time 
few improvements in the biological or phar- 
macological approach in radiotherapy have 
been developed. Although more physical 
advances will no doubt be developed, the 
biological and pharmacological possibilities 
seem to offer more promise at this time. 


REVIEW 


The mechanisms of the action of ionizing 
radiation on tissue are poorly understood, 
and therefore, attempts to alter these 
mechanisms are groping. Radiation ther- 
apy can be thought of as localized chemo- 
therapy since it initiates cellular chemical 
changes. Some of the more radiosensitive 
components of the cell are enzymes.’ 


Normal and neoplastic cells often are 
different in the quantity but not the quality 
of enzymes and metabolites present. Neo- 
plasms often have a lower concentration of 
a given metabolite or enzyme than normal 
cells. This is the basis for antimetabolite 
chemotherapy. Protection of normal tissues 
is thought to occur on a statistical basis due 
to more metabolite present and more sur- 
viving.” 


Ionizing radiation probably exerts its 
effect in much the same way, and radiation 
can be considered a local multi-antimeta- 
bolite. Therefore a combination of radia- 
tion and antimetabolite drugs would seem 
desirable. Radiation effects on tissue are 
mediated through cellular chemical changes, 
and these chemical changes should be sub- 
ject to modification as are other chemical 
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processes. Since it has been shown that the 
concentrations of metabolites are different 
in normal and cancerous tissues, favorable 
alteration of the therapeutic ratio may be 


possible. 


The comparison of chemotherapy for 
neoplastic and bacterial disease is interest- 
ing. Antibiotic therapy may cause death 
to a large percentage of infecting organisms 
and yet fail because of a small number 
which persist. The resistant organisms may 
succumb to a different antibiotic. There- 
fore it is sometimes wise to use two or three 
antibiotics simultaneously. 


Similar reasoning applies cancer 
chemotherapy. Although the neoplastic 
and bacterial cell populations are analogous 
in many ways, the reaction of their hosts is 
dissimilar. Ordinarily, antibiotics are po- 
tentiated by host resistance factors that 
are effective. Phagocytosis, antibody de- 
fense and other mechanisms come _ into 
play. Host defense factors in cancer are 
not understood, but they appear to be 
weak. Thus, chemotherapy for cancer must 
be thorough and effective without strong 
aid from the host.’ 


In addition to the rational approach of 
combining several antimetabolites and rad- 
iation, various other combinations of drugs 
and radiation have been studied for differ- 
ing reasons. A number of studies have been 
carried out on purely empirical grounds. 
Empericism should not be a cause for pes- 
simism; consider the long time, successful 
use of many drugs, such as morphine, on 
this basis. 


ANTIMETABOLITES 


Kligerman and Shapiro‘: have done im- 
pressive work in investigating the combina- 
tion of radiation and antimetabolites. They 
used transplanted mammary  adenocar- 
cinoma 755 in C57 black mice and treated 
them with roentgen rays and several drugs. 
The drugs were chosen on a rational basis, 
each having been shown to have an anti- 
metabolite or related effect on tumors. The 
drugs used were 8 azaguanine, testosterone 
propionate, desoxypyridoxine and 6 amino- 
nicotinamide. Desoxypyridoxine is a vita- 
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min B6 antagonist, and testosterone pro- 
pionate has been found to decrease the 
vitamin B6 concentration in tumor 755 
which usually is low in this vitamin com- 
pared to normal tissue. 6-aminonicotina- 
mide is a niacin antagonist and 8 aza- 
guanine is a purine metabolism inhibitor. 


The drugs were administered to C57 mice 
by multiple injections over a six day period. 
In the same six day period the transplanted 
mammary carcinomas on the thighs of the 
mice were given total tumor doses of 5,300 
roentgens in three equal doses. Appropri- 
ate control groups were provided. Measure- 
ments were made of the tumors at the end 
of 25, 35 and 45 days in 5 groups embrac- 
ing over 300 mice. In each group the test 
mice showed a much better result than the 
controls. Kligerman and Shapiro conclude 
that this type therapy is promising and 
their conclusion appears entirely justified. 


Various other antimetabolites have been 
studied. Carpender and Lanier’ found 8 
azaguanine of some value in mice in com- 
bination with radiotherapy but reported it 
of no benefit in humans. Lanier, White- 
head, and Gum’ have used aminopterin and 
6-mercaptopurine with radiation in animals 
with some success. 


Lanier, Whitehead, and Gum’ have used 
a halogenated urethane derivative to ad- 
vantage in combination with roentgen ir- 
radiation of tumors in animals. In com- 
parison with the effects in suitable control 
groups, the result of the urethane deriva- 
tive plus radiation on two types of neo- 
plasm in mice was encouraging. However, 
the best results were obtained in a group 
of mice receiving x-ray, oxygen and the 
urethane derivative. 


ALKYLATING AGENTS 


Roswit’ has used nitrogen mustard and 
radiation together in the palliative treat- 
ment of carcinoma of the lung. He believes 
that there are patients in whom the results 
are better than could be expected with 
either agent alone. 


Krabbenhoft and Leucutia* have used 
radiation and nitrogen mustard together 
in human patients, also. They feel that the 
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results show an increase in survival times 
and that the approach is worthwhile, espe- 
cially in the undifferentiated and oat cell 
types of carcinoma of the lung. Their con- 
clusions are based on an experience with 
393 patients. 


Lochman and Morris’ used radiation and 
radiomimetic drugs together in 20 patients 
with lung cancer. They did not find the 
combination superior to radiation alone. 


Thomas’ has found the combination of 
nitrogen mustard and radiation of value in 
palliation of intractable pelvic pain caused 
by persistent carcinoma from the bladder, 
rectum, colon, and ovary. He used this 
treatment in 60 patients. 


A small catheter is placed in the aorta 
via percutaneous femoral artery puncture. 
It is located just distal to the renal arteries 
by fluoroscopic control. A tourniquet is 
placed on each leg and 20 mg. of nitrogen 
mustard injected. Thereafter the patient 
is given 1,000 to 2,000 roentgen depth dose 
to the midplane of the pelvis. During the 
radiation the catheter is left in place and a 
second dose of nitrogen mustard is given 
after the radiation. Relief of pain is often 
prompt and striking. 


A similar technique has been used by 
others in palliative treatment of carcinoma 
of the cervix.’ 


The effects of a combination of radiation 
therapy and TEM in animals have been 
studied by Lanier, Whitehead, and Gum 
without conclusive proof of potentiation. 
However, the tumor effects seem greater 
than with x-ray alone. 


Nitrogen mustard and radiation have 
been used together in the treatment of 
lymphomas and some leukemias with prob- 
able benefit beyond that of either agent 
alone. 


HORMONES 


The Grahams'''*:'* have conducted ex- 
tensive studies of radiosensitivity of cervi- 
cal cancer. After many years’ work they 
conclude that radiosensitivity varies with 
time in the same patient as well as from one 
patient to another. They attempted to 
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select by cytological means the sensitive and 
resistant lesions prior to therapy. They also 
have attempted to alter sensitivity with a 
number of agents. They found testosterone 
propionate to be the most effective agent 
tried. In their opinion it enhanced sensi- 
tivity to radiation to a significant degree. 
From their experimental work they think 
that the radiosensitivity of the entire pa- 
tient, and not just the tumor, is the im- 
portant factor in the cure of cancer. The 
complete destruction of a neoplasm by 
radiation may be due to the effect of the 
rays on the vascular bed of the tumor 
rather than on the tumor itself. If such is 
the case, the state of total patient sensi- 
tivity may be the important factor rather 
than tumor sensitivity. 


Nathanson': has used estrogens with 
x-ray therapy for metastatic carcinoma of 
the breast, and he believes that radiosensi- 
tivity is enhanced. He suggests that this 
may be due to an increased vascularity. 
This observation led others to try the same 
combination for advanced malignant sal- 
ivary gland tumors. Eight patients were 
treated in this way and it was the subjec- 
tive impression of the authors that more 
than usual sensitivity was exhibited." 


The effect of sex hormones and radiation 
in management of advanced breast carci- 
noma has been investigated also by Chu et 
al.'° No additive effects were found in a 
thorough study. The authors concluded, 
however, that there is no contraindication 
to this form of therapy and that “com- 
bined therapy is indicated in disseminated 
(breast cancer) disease.” 


Cortisone and ACTH effects on tumors 
treated by roentgen radiation have been 
studied also. Tumor bearing animals sur- 
vived longer with the combination treat- 
ment than with x-ray alone, and there were 
fewer metastases. The authors conclude 
that the effects were due to hormonal modi- 
fication of the radiation effect and not to a 
direct effect on tumor growth."’. 


OTHER DruGs 


Since neoplasms are often hypoxic, the 
effect of giving oxygen by inhalation during 
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roentgen therapy is a differential one in 
which the low oxygen concentration of the 
tumor is raised more than that of the nor- 
mal tissue which already is at an optimal 
oxygen concentration. This results in an 
increased sensitivity in the tumor with little 
accompanying change in the adjacent nor- 
mal tissue. Gray has studied this exten- 
sively and his work has been studied by 
others in both animals and humans.'*'*:*° 
They agree with his conclusions. 


Aureomycin has been used simulta- 
neously with radiation in far advanced can- 
cer. The investigators had no controls and 
they had only subjective impressions to re- 
port. They drew no firm conclusions but 
felt a number of the patients benefited from 
good results which could not have been 
expected from the radiation alone.*' 


Synkavite (sodium menadiol diphos- 
phate) has been studied in humans by Mit- 
chell*? as a possible radiosensitizer. Pa- 
tients with various types of malignancy 
other than bronchogenic carcinoma were 
given the drug intravenously before radia- 
tion therapy and results were observed in 
comparison with control groups. It was 
concluded that the proportion of patients 
in the test group showing a good response 
was greater than in the control group. In 
a similar study of inoperable bronchogenic 
carcinoma the mean survival time from the 
first treatment was 9.38 months in the test 
group as compared with 3.89 months in the 
controls. 


Many drugs show a protective effect 
against whole body radiation lethality in 
animals. Of these the most interesting and 
promising are those thought to function in 
protecting sulphydryl enzymes. Cystea- 
mine** and beta aminoethylisothiouronium 
(AET)**> are two of the best. Since 
tumors are sometimes poorly supplied with 
blood, these drugs might offer more protec- 
tion to normal than neoplastic tissues. How- 
ever, this has not been demonstrated and 
is mentioned only as a possible approach, 
which is the converse of various attempts 
to alter the therapeutic ratio by selectively 
increasing the response of the neoplasm. 
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PORPHYRINS 


The phenomenon of _ photosensitivity 
caused by porphyrins has long been of med- 
ical interest. It led to studies to determine 
whether porphyrin-induced sensitivity ex- 
tended to wavelengths in the x-ray range. 
Figge*® studied this possibility in para- 
mecia and concluded that porphyrins do 
enhance radiosensitivity in these normally 
resistant organisms. In other studies he has 
shown that porphyrins, especially hemato- 
porphyrin, accumulate in human tissue of 
high mitotic index, including malignant 
neoplasms, some lymphatic tissues and em- 
bryonal tissue such as that found in a heal- 
ing wound.*’ 


Because of the higher concentration of 
systemically administered hematoporphyrin 
in cancer, a favorable alteration of the 
therapeutic index is theoretically possible. 
Attempts to demonstrate this have not 
been conclusive although experiments have 
been conducted in mice and humans. Eval- 
uation is difficult because of natural marked 
variation in sensitivity. Several observers 
have concluded, however, that this drug 
warrants further 


MATERIALS AND METHODS 


The study to be reported here was car- 
ried out with C3H mice of 18-22 grams 
weight. Each mouse bore a spontaneous 
mammary carcinoma. The mice were indi- 
vidually housed and were fed Purina Lab 
Chow and tap water at will. A two week 
quarantine was imposed after reception 
from Jackson Laboratory. The mice were 
immobilized and anaesthetized for irradia- 
tion by injection of sodium pentobarbital 
intraperitoneally. The dose was 1.25 mg. 
in 1 ce. of saline. Thereafter the breast 
tumors were irradiated with lead shields 
protecting the rest of the body. The ir- 
radiation factors were: KVP 100, MA 10, 
TSD 16 cm., filter 1 Al plus inherent, and 
a HVL of 2mm. Al. The calculated tumor 
dose was 2625 roentgen. This dose was 
chosen as a probable suitable dose for com- 
parison of groups. Cures were not at- 
tempted. 


Twenty mice were given 1 mg. of hema- 
toporphyrin in 1 cc. of 1/6 M Lactate and 
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1.25 mg. of sodium pentobarbital in 1 cc. of 
physiologic saline by intraperitoneal injec- 
tion. They constituted the test group. 
Twenty other mice were given 1 cc. of 1/6 
Molar Lactate and the same anaesthetic. 
They were one control group. 


The tumors in these two groups were 
comparable in size. The hematoporphyrin 
and lactate injections were given 24 hours 
before irradiation. Pentobarbital was given 
a few minutes before irradiation and x-ray 
doses were the same for the two groups. 


A third smaller group was given the same 
porphyrin and barbital dose but no radia- 
tion. 


All mice were housed and fed in the same 
circumstances. The entire experiment was 
carried out in four groups, and test and 
control groups were injected and irradiated 
within a few minutes of one another. There 
were 20 mice in the first group and 10 in 
each of three others. Measurements were 
made with the mice asleep. Each group was 
followed for 30 days after treatment and 
new measurements taken at the end of that 
time. 


RESULTS 


Two mice in the first group died during 
irradiation due to an overdose of sodium 
pentobarbital. One received a dose of 2.5 
mg. and the other 2 mg. Thereafter each 
mouse received 1.25 mg. and all recovered 
promptly. There was a total of 20 mice in 
the test group. 


Before therapy the tumors in this group 
showed a mean size of 35 cu. mm. After 
treatment with hematoporphyrin and x-ray 
the group mean measurement in 30 days 
was 17 cu. mm. In the control group of 20 
mice receiving 1/6 Molar Lactate and x-ray 
the initial measurements yielded a group 
mean of 33 cu. mm. Thirty days later this 
group mean was reduced to 23 cu. mm. 


In the final group of 8 mice which re- 

ceived hematoporphyrin but no x-ray, there 

” was rapid growth of the tumor. In the same 

period of time the group mean rose from 36 

to 102 cu. mm. These results are sum- 
marized in Table I. 
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TABLE I. 
30 days post 
No. Initial tumor treatment 
Treatment ; size in mm* tumor size 
of mice (group mean) in mm* 
(group mean) _ 

1. Imgm. hemato- = 
porphyrin 
1.25mgm sodium 20 35 17 <o 

2. lee 1/6M Lactate 

.25mgm sodium 
pentobarbitol 20 33 23 
2625r 

3. hemato- 
porphyrin 
1.25mgm sodium 8 36 102 
pentobarbitol 

DISCUSSION 


The choice of a dose of hematoporphyrin 
was not entirely arbitrary. Studies done 
elsewhere have shown 1 mg. per mouse to 
be a likely choice. There is some indication 
that large doses such as 5 mg. per 18 or 20 
gram mouse might result in an increased 
radioresistance.*” However, some dose other 
than 1 mg. might be more effective. More- 
over, some dose of radiation other than that 
used might show more pronounced effect. 


The timing is probably important. Injec- 
tion of the hematoporphyrin after irradia- 
tion might give better results. This has not 
been studied. However, Thomas has pointed 
out that in combined therapy the pre- 
irradiation use of any drug that would in- 
terfere with the oxygenation or nutrition of 
the tumor probably would lessen the bene- 
ficial effect of radiation therapy. It has not 
been shown that hematoporphyrin func- 
tions to lower oxygenation or nutritional 
levels. In fact, hematoporphyrin may raise 
the level of tissue oxygen in tumors. 


The use of an anaesthetic for immobiliza- 
tion in this type of experiment is undesir- 
able. It introduces an unnecessary element 
or variable making interpretation more i 
dificult because it seems definite that vari- Rese 
ous anaesthetics decrease radiosensitivity.” 
Despite this disadvantage it was done as a 
matter of convenience. 


The concept of combined therapy is 
based on broadening the spectrum of anti- 
neoplastic activity. There is no reason to 
require the use of only one or two agents. 
The ultimate best therapy may require 
several agents used simultaneously because 
it is possible that the optimal range of ac- 
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tivity will come not from one agent but 
from a combination of several. It would be 
interesting to add oxygen to the combina- 
tion of x-ray and hematoporphyrin. An at- 
tempt with x-ray, hematoporphyrin, oxygen 
and nitrogen mustard, or some other 
chemotherapeutic agent, should be tried. 
Evidence for additive effects from multiple 
agents used simultaneously in tumor treat- 
ment is cited previously in this article. 


It should be mentioned also that additive 
effects have been obtained in protecting 
animals from whole body radiation by use 
of several drugs known to protect indi- 
vidually.** The rationale of that experi- 
ment may be directly transferable to cancer 
therapy by radiation. 


In a study of combined therapy it is dif- 
ficult to determine whether the effects of 
the drugs are due to a change in the tumor 
or the host. One could make the same 
statement regarding the radiation. The 
work of the Grahams has direct bearing on 
this question and they suggest it is modi- 
fication of the host which is most needed. 
There is little experimental evidence avail- 
able on this aspect. 


Hematoporphyrin was chosen to study 
because of its known effect to sensitize 
tissue to ultraviolet wavelengths. It de- 
serves further study. Another drug affect- 
ing reaction to ultraviolet light is 8-me- 
thoxypsoralen.** Volunteer prisoner subjects 
receiving this drug exhibited an altered 
skin response to Arizona sunlight. Perhaps 
this drug would modify sensitivity to ion- 
izing wavelengths. 


Radiation results are at best difficult to 
interpret because of variations in tumor 
dose, time of treatment, fractionation and 
differences in tumor species and their hosts. 
Addition of various drugs to the picture 
compounds the problems of evaluation. The 
use of more than one drug at a time in com- 
bination with radiation makes a difficult 
interpretation even more difficult. Yet the 
theoretical possibilities of benefit require 
this trial. 


Radiotherapists in general are reluctant 
to undertake cancer chemotherapy. Many 
feel that this is outside their responsibility 
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and specialty. However, the two forms of 
therapy may be synergistic and may be- 
come the treatment of choice for some 
malignant neoplasms. If so this treatment 
will require a physician with special train- 
ing in radiation techniques, and the logical 
person to manage the therapy will be the 
radiologist. 


SUMMARY AND CONCLUSIONS 


A review of combined roentgen ray and 
drug therapy for cancer is presented and 
discussed. 


Results of the effect of hematoporphyrin 
and x-rays used together to treat spon- 
taneous mammary carcinoma in C3H 
mice are presented. 


Under the given circumstances there is 
probable benefit from combining this 
drug with x-ray therapy. 


After a survey of other similar experi- 
ments, it is believed that this area of 
study is promising, and that ultimately 


a practical and helpful form of therapy 
combining radiation and antineoplastic 
drugs will be found. 
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MOTHERS’ MILK BANK AT THE DELAWARE HOSPITAL 


DonaLpD H. McGee, M.D. 


At a meeting of the Junior Board in the 
spring of 1947 Dr. M. I. Handy told of 
technological advances in the care of pre- 
mature infants. Despite these strides, Dr. 
Handy cited the need for mothers’ milk for 
those infants for whom no satisfactory 
formula could be found. This information 
struck a responsive chord with Mrs. Harry 
S. Trentman, whose son had benefited from 
the existence of the Directory for Mothers’ 
Milk, Inc. at the Boston Lying-In Hos- 
pital. A committee of three, under Mrs. 
Trentman, was appointed to work with Dr. 
Handy in the establishment of a mothers’ 
milk bank located at the Delaware Hos- 
pital but intended to serve the state. 


From this bank, mothers’ milk is avail- 
able for any baby on prescription by a 
qualified physician. If the parents are un- 
able to pay, milk still is provided. The 
Memorial Hospital, St. Francis Hospital, 
and Wilmington General Hospital partici- 
pate with the Delaware Hospital in this 
program and milk is equally available to 
infants in these hospitals. In each hospital 
nurses collect excess milk from mothers and 
send it to the milk bank. Infants are then 
supplied as their needs dictate. 


During the summer of 1947 a committee 
reviewed the Boston program and made 
recommendations for a start at the Del- 
aware Hospital. The beginning was on a 
small scale; the milk bank made use of the 
hospital’s milk formula laboratory, and all 
of the work was done by Junior Board 
members. The work has increased to a 
point where a trained worker is employed 
to relieve the Board members of certain 
duties. 


Currently, two committees supervise the 
milk bank program. The basic working 
committee is made up of members of the 
Junior Board of the Delaware Hospital 
with representatives from the Junior Boards 
in the St. Francis, Wilmington General, 


and Memorial Hospitals. The duties of this 
committee include distribution of special 
water-operated pumps, instruction of do- 
nors, collection of milk, keeping records, and 
processing the milk. Milk is collected from 
donors’ homes and brought to the milk 
formula room where selected samples are 
taken for bacteria counts and water and fat 
content tests. It is then pooled, pasteur- 
ized, labeled, frozen, and stored. 


A second committee, called the Medical 
Advisory Committee, is made up of pedia- 
tricians and obstetricians who assist in the 
establishment of proper quality control and 
policy of a professional nature. 


The milk bank has served not only pa- 
tients in Delaware, but also in Massachu- 
setts, California, and neighboring states. 
An infant in California required such large 
amounts that the milk banks of Los An- 
geles and San Francisco had to look east- 
ward for an additional supply. They were 
referred to the Wilmington bank by the 
Boston Directory for Mothers’ Milk which 
was unable to supply outside its own area 
at that time. The child received milk from 
our bank for several months. 


The Boston Directory for Mothers’ Milk, 
which furnished guidance for the establish- 
ment of the Wilmington bank through its 
Director, Miss Cornelia McPherson, was 
itself a recipient of milk. This occurred in 
the fall of 1957, when the supply of 
mothers’ milk in Boston became danger- 
ously low. Milk from the Delaware bank 
was used to help supply the Boston bank 
until a sufficient amount could be obtained 
in that area. 


The adequate surplus of mothers’ milk 
in a bank is dependent on the continued 
interest and effort of pediatricians and 
obstetricians. Unless mothers are encour- 
aged to breast feed their babies, and are 
informed of the need for breast milk and 
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the ease of contributing, the mothers’ milk 
bank will fail. 


There is much material in current litera- 
ture, both medical and popular, concerning 
breast feeding. Using this for reference, 
the physician can usually persuade a mother 
to breast feed her child. A pamphlet is 
available for physicians’ waiting rooms to 
aid in encouraging mothers to contribute 
surplus milk. In addition a letter is sent to 
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each new mother delivered in the partici- 
pating hospitals before her discharge. Talks 
are given by the Chairman of the Milk 
Bank Committee to classes held by the 
Visiting Nurses’ Association for expectant’ 
mothers. 


Additional information concerning this 
program may be obtained from: Mothers’ 
Milk Bank at the Delaware Hospital, Wil- 
mington 99, Delaware. 
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EXPERIENCE WITH CHLOROTHIAZIDE (DIURIL) 
IN HYPERTENSIVE PATIENTS* 


Davip J. Retnuarpt, III, M.D.** 


Chlorothiazide (Diuril) has now been 
available on a prescription basis for a 
period of nine months. The instantaneous 
widespread acceptance by the medical pro- 
fession at large has been little short of 
phenomenal. The pharmaceutical company 
which developed, tested, and now markets 
the drug has shown an increase of 100 per 
cent in the market value of each share of 
stock listed on the New York Stock Ex- 
change. This has occurred during the past 
nine months and appears to be due pri- 
marily to this rather remarkable, appar- 
ently safe new diuretic agent, chlorothia- 
zide. 


The dramatic, widespread utilization of 
this new agent was due to several factors. 
First, it was said to be especially effective 
in treating congestive heart failure and 
other fluid rentention states. Second, it was 
said to be nearly specific in the manage- 
ment of arterial hypertension. These two 
groups of patients encompass an estimated 
fifty to sixty million people in this country 
alone. The third factor was that prelim- 
inary reports indicated broad clinical safety 
in the use of chlorothiazide, although po- 
tential danger was suggested in long term 
use by its pharmacologic properties. A 
prior brief study, incorporating a small 
group of hypertensive patients, which is 
included in this discussion was one of these 
early enthusiastic reports.’ 


The use of chlorothiazide has been con- 
tinuous now for more than a year. The 
purpose of this paper is to summarize our 
observations on a larger group of hyperten- 
sive patients under treatment for an aver- 
age period of more than six months. The 


* Presented at the annual meeting of the Delaware State 
Medical Society, October 2, 1958. 

** Director of Hypertensive Clinic, Delaware Hospital, Wil- 
mington, Delaware. 
Supported in part by a grant-in-aid from the Delaware 
Heart Association. 


following analysis of the study group will 
show some of the dangers of this new drug 
and it is hoped, clarify the indications for 
the use of chlorothiazide in the broad range 
of the hypertensive spectrum. 


METHODS AND MATERIALS 


A total of 73 patients was studied. They 
were chosen at random and incorporated 
most of the etiologies of hypertensive dis- 
ease. All degrees of vascular damage in the 
organ systems were represented. A control 
period of three separate visits or three sep- 
arate days of blood pressure observation 
was carried out for each patient. The diag- 
nosis of hypertension was made when the 
control diastolic pressure was consistently 
greater than 90 mm. of mercury. One ex- 
ception is included whose blood pressure 
was 250/80, a patient with syphilitic aorti- 
tis, apparently involving the aorta and 
aortic valve. 


The minimum therapeutic observation 
period was one month which included at 
least three separate visits. The maximum 
observation period was twelve months. 


Cardiac, renal, electrolyte, metabolic, 
and hematologic laboratory studies were 
done prior to chlorothiazide and in most 
cases were continued periodically during 
the treatment period. 


No restriction or cessation of other anti- 
hypertensive drugs was made prior to insti- 
tuting chlorothiazide. The average period 
of observation with chlorothiazide in the 
73 patients was 6.1 months. 


Chlorothiazide was used in divided doses 
totaling 1.5 grams daily and in many in- 
stances was subsequently reduced to 0.5 
Gm. as the pressure came down. An un- 
restricted diet was taken with only table 
salt limited. 
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In an effort to include significant altera- 
tions of both the systolic as well as the 
diastolic levels, the mean arterial blood 
pressure was used to classify the patient’s 
response. This number is derived by adding 
the systolic and diastolic readings and di- 
viding the total by two. The same figure 
for mean blood pressure could also be ob- 
tained by adding one half of the pulse 
pressure to the diastolic pressure. The mean 
blood pressure is also of value when work- 
ing with a large study group of patients in 
that it is a single number and obviates the 
analysis of both systolic and diastolic fig- 
ures. 


RESULTS 


The classification of results was done by 
averaging the mean blood pressures of each 
patient while receiving chlorothiazide. Di- 
astolic grouping also was done to more 
clearly illustrate and confirm the results. 
For further simplicity, two response cate- 
gories were recognized. A ‘“‘good” response 
was considered to be either a reduction: of 
mean pressure by 25 points, a reduction of 
at least 15 points to a level of 125 or be- 
low or a 50 per cent reduction of the dosage 
of ganglionic blocking agents with compar- 
ably good blood pressure control. All pa- 
tients not fulfilling these criteria were clas- 
sified as “poor’’ responses. 


As the patients in this series represented 
two separate economic groups, a breakdown 
for this element as relating to blood pres- 
sure results was made (table 1). 76 per 
cent of the private patient group obtained 
a good response. 63 per cent of the lower 
economic or clinic group obtained a similar 
response. The differences probably are not 
significant statistically. There was, there- 


TABLE 1 


ECONOMIC DIVISION OF PATIENTS 
AND M B P RESPONSE 


Total Good Poor 
Number Response Response 
Private 
Patients 25 19 (76%) 6 (24% 
Clinic 
Patients 48 31 (63%) 17 (37% 
Total 
Patients 73 (100%) 50 (69% 23 (31% 
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fore, an overall good response of 69 per cent 
for the total group of 73 patients. 


In an effort not to become confused by 
an unfamiliar term, the mean blood pres- 
sure, the adequacy of diastolic blood pres- 
sure control at or below the level of 100 
mm. of mercury in both the “good” and 
“poor” response groups is_ illustrated 
(table 2). 


TABLE 2 


ADEQUACY OF CONTROL OF DIASTOLIC 
BLOOD PRESSURE AT OR BELOW 100 mgm 
Hg WITH CHLOROTHIAZIDE 


Total Number 
Number Below 100 Percent 


“Good” Response 


“Poor” Response 

Total Group . 48 65% 


In the “good” classification were 50 pa- 
tients of whom 74 per cent were controlled 
below 100 mm. of mercury. The “poor” 
classification group of 23 patients had only 
47 per cent below this level. The overall 
group showed that 65 per cent had what 
might be classified as adequate control with 
the addition of chlorothiazide. The purpose 
of this analysis is to indicate that chloro- 
thiazide is not the final step, nor the an- 
swer, to blood pressure control, even when 
combined with other antihypertensive 
agents. 


TABLE 3 


COMPARISON OF TOTAL PATIENTS BY 
DIASTOLIC GROUPING BEFORE AND 
DURING CHLOROTHIAZIDE THERAPY 


Less More 

than 100 100-125 126-140 than 140 
Before Therapy 7 46 13 7 
With Therapy 48 20 4 0 


Table 3 compares the previously men- 
tioned diastolic categories, and is compared 
with the distribution of the average di- 
astolic levels under treatment with this new 
compound. It is readily noted that a marked 
shift has occurred in these categories. This 
indicates the fact that chlorothiazide is a 
very significant antihypertensive agent. 
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LESS THAN MORE THAN 
99 100-125 126-140 141 
(7) (47) (13) (6) « 


FIGURE 1 
Patients responding according to pre-chlorothiazide 
diastolic pressure groups. 


This graph (Figure 1) is a breakdown by 
prechlorothiazide diastolic blood pressure 
groups to determine if the level of the di- 
astolic pressure is of any value in predicting 
whether or not chlorothiazide will be effec- 
tive. The hatched bars represent the “good” 
response group in each category. The or- 
dinate represents the number of patients in 
each bar and the abscissa shows the average 
control diastolic pressure groups. 


Less than one third of the lowest bracket 
whose diastolic pressure was 99 or below 
achieved the “‘good” category. In the group 
between 100 and 125 more than 75 per cent 
obtained an adequate response. The same 
percentage was obtained in the more severe 
category of 126 to 140 mm. of mercury. 
The most severe group showed a 50 per cent 
good response. This graph suggests that 
those patients with only slight elevation of 
the diastolic pressure or those who have 
only a systolic hypertension will receive 
little and probably no benefit from chloro- 
thiazide. The only effect one is likely to 
obtain may be a serious complication or, if 
the drug is given in a misled attempt to 
control a blood pressure which is not the 
result of arteriolarvascoconstriction but the 
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product of calcific vessels which have lost 
their elasticity, no benefit. 


An attempt was made to correlate pre- 
treatment ranges of mean blood pressure 
with response to chlorothiazide (figure 2). 
The same trend is evident here as was seen 
in the diastolic pressure response. Patients 
with a low mean pressure respond poorly, 
while the percentage of good results is 
largest in the middle range of mean blood 
pressure. 
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LESS THAN MORE THAN 
126-150 I5I-I75 176. 
(5) (28) (9) 


FIGURE 2 
Response by mean blood pressure classification. 
Good — reduction of 25 points or to 125. 
Poor — all others. 


TABLE 4 


ETIOLOGIC BREAKDOWN OF THE 
STUDY GROUP AND RESULTS 


Number Good Poor 


. Renal Hypertension 


. Moderate Essential 
Hypertension 


. Severe Essential 
Hypertension 


. Malignant Hypertension 
. Arteriosclerotic 

. Post Sympathectomy 

. Toxemia of Pregnancy 
. Neurogenic 


An attempt was made to show response 
in each of the various etiologic groups 
(table 4). The renal hypertension classifi- 
cation was applied to those having either 
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chronic glomerular nephritis, chronic pye- 
lonephritis, polycystic kidney disease or 
hydronephrosis. A positive diagnosis was 
obtained by kidney biopsy or intravenous 
urogram in each case. Four of the six in 
this group did well. 


The moderate essential hypertensive pa- 
tients were characterized by average di- 
astolic levels between 100 and 125. Two 
thirds of this group had a “good” response. 


The severe essential hypertensive pa- 
tients did well with more than 90 per cent 
showing a “good” response. The importance 
of sodium metabolism in this type of pa- 
tient is important. 


Those classified as “malignant” had at 
some time in the past, papilledema, or 
showed an extremely high diastolic pressure 
with evidence of a rapid down hill course. 


The artiosclerotic group was so classified 
by a relatively low diastolic pressure a wide 
pulse pressure and were, in most instances, 
past 60 years of age. The futility of aggres- 
sive treatment is obvious in the low per- 
centage that were benefited by chlorothia- 
zide. 


The last three groups consisting of post- 
sympathectomy, toxemia of pregnancy and 
neurogenic hypertension all showed a good 
response. 


TABLE 5 
ANALYSIS OF “POOR” RESPONSE 
PATIENTS 
A. Essential Hypertension .... ....... 8 
1. Irregular visits and medication. . 3 
2. Chlorothiazide only administered 5 
B. Arteriosclerotic Hypertensive Disease . 9 
C. Malignant Hypertension ............. 3 
D. Renal Hypertension ............... 
E. Severe Essential Hypertension ........ l 


(Probable pre-malignant) 


An interesting aspect is an analysis of 
those patients who did not show an ade- 
quate response to the drugs. This is done, 
to a degree, in the above table (table 5). 
The essential hypertension group had eight 
unsatisfactory results. Three of these were 
irregular in attendance and often had ex- 
hausted their supply of chlorothiazide prior 
to the visit. The remaining five were treated 
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with chlorothiazide without additional 
antihypertensive measures, since the hyper- 
tensive state was not considered severe 
enough to warrant any further additions. 
It must also be added that many patients 
classified as “poor” results in actual fact 
did have varying degrees of blood pressure 
reduction, but not enough to qualify by the 
above mentioned standards. 


The nine patients responding poorly in 
the arteriosclerotic hypertension group are 
remarkable only in that the “poor” results 
were not greater in number. Hypothet- 
ically, one would expect 100 per cent to be 
failures, The frequently seen arterial pres- 
sure elevation that occurs as a compensa- 
tory feature in early and frank congestive 
failure may contribute toward the mislead- 
ing impression given by the 50 per cent 
who had a significant reduction in pressure 
with the addition of chlorothiazide. 


The three failures in the malignant group 
also are understandable. This classification 
of hypertension is ill-defined and is clinic- 
ally applied to any patient with a rapid 
progressive course which may at one time 
demonstrate the reversible entity of papille- 
dema. Pathologically, it is the vascular 
lesion of the kidney described as arterio- 
lonecrosis. Bechgaard’ in his exhaustive 
study of 1,000 hypertensive patients fol- 
lowed for a period of 16 to 22 years, found 
only 13 who developed the ‘malignant’’ 
stage of hypertensive disease and these 
occurred during the first ten years of the 
study. This work would suggest that malig- 
nant hypertension is of a different etiology 
as compared to essential or severe essential 
hypertension. 


In the above listing of nine malignant 
hypertensive patients who were treated in 
the study group, two had had sympathec- 
tomy. The resulting total of seven patients 
without sympathectomy showed four with 
adequate response and three who did not 
respond. Still, analysis of those classified 
as a “good” response reveals that the di- 
astolic pressure was improved, but still not 
adequate, and did not achieve the generally 
accepted level for good control of 100 mm. 
of mercury or less. This would suggest that 
one or more types of pressor response was 
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active, and that sodium metabolism plays 
a rather insignificant part in the overall 
pathogenesis of the malignant picture. 


The failure of control in one third of the 
renal hypertension group would point to- 
ward a humoral basis for this type of dis- 
ease with sodium playing a variable and 
probably minor role. 


The single failure in the severe essential 
group of 11 patients was probably due to 
the fact that the patient was in the malig- 
nant category but progression had been re- 
tarded by early drug therapy using older 
agents. 


TABLE 6 


RESPONSE BY TOTAL MONTHS 
OF THERAPY 


1-3 4-6 7-9 10-12 
months months months months 


Response 
(50 Patients) 7 (14%) 19 (387%) 8 (16%) 16 (32%) 


‘*Poor’’ Response 


(23 Patients) (35°73) 6 (26°,) 4 (17%)) 5 (22%) 


One had the clinical impression that the 
patients’ blood pressure would progressively 
improve as month after month of chloro- 
thiazide adminstration continued. In an 
effort to substantiate or deny this impres- 
sion (table 6), the “good” and “poor” 
groups were separated as to the total time 
of treatment in three month periods. The 
first three month period contained 14 per 
cent of the “good” response group as com- 
pared to 35 per cent of the “poor” group. 
A further breakdown to the two month 
level showed a ratio of “good” to “poor” 
response group of 22 per cent to 81 per 
cent. This further suggests increasingly 
good response with prolonged administra- 
tion, and that the development of drug 
fastness with chlorothiazide does not occur, 
at least in the twelve month period from 
which these observations were taken. 


As was previously mentioned, additional 
antihypertensive drugs seemed to increase 
the blood pressure response (figure 3). This 
graph shows the three groups of patient 
results when broken down into categories 
of types of drug therapy programs. It must 
be remembered in evaluating this graph 
that with each additional drug a more 
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A B C 


(28) (25) (20) 


FIGURE 3 
Response of mean blood pressure with and without 
other anti-hypertensive drugs. 
A—Chlorothiazide alone. 
B—Chlorothiazide and reserpine. 
C—Chlorothiazide and reserpine and/or 
hydrolozine and/or mecamylomine. 


severe grade of hypertension was present. 
In all instances chlorothiazide was added 
to the previously established program with 
the exception of those receiving chlorothia- 
zide only. Most of the patients were in the 
diastolic range of 90 to 125 and were also 
newly discovered, thus they received no 
prior treatment. Because of the difference 
of degree of hypertensive severity between 
the groups, the percentages of response 
cannot be accurately compared. This ap- 
plies specifically to the last group where 
three or four agents were needed. However, 
the first two groups are more similar. 
Chlorothiazide alone produced a “good”’ 
response in only one third of the patients. 


However, 21 of 25 patients were classified 
as “good” when reserpine was added. 


One would expect to find an excellent 
blood pressure response in those patients 
with congestive heart failure. Twenty-nine 
patients, or one third of the group were 
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TABLE 7 


MEAN BLOOD PRESSURE RESPONSE OF 
PATIENTS UNDER DIGITALIS THERAPY 


19 


under treatment with digitalis. The ‘“‘good”’ 
response criterion was fulfilled in two thirds 
of this group. This figure was much lower 
than anticipated. A _ recapitulation sug- 
gested that this group contained many 
arteriosclerotics and also many patients 
with terminal vascular degeneration, from 
which a marked pressure reduction could 
not be expected and might not be desired. 
It must be noted that nearly every patient 
in this category had a reduction in severity 
of the heart failure. 


TABLE 8 


MEAN BLOOD PRESSURE RESPONSE OF 
PATIENTS WITH RENAL IMPAIRMENT 


Good Response 9 
Total Patients ...................... 15 


Table 8 shows an attempt to evaluate the 
effect of chlorothiazide on hypertension 
when renal impairment was a factor. Again, 
the same percentage of patients showed im- 
provement. This indicates that varying de- 
grees of renal failure are not alone a contra- 
indication to blood pressure control with 
chlorothiazide. 


TABLE 9 


BEHAVIOR OF BUN WHEN RENAL IM- 
PAIRMENT IS A FACTOR (15 PATIENTS) 


BUN not changed in 8 
BUN lowered in 2 
BUN increased in 5 


While considering kidney impairment, it 
was necessary to determine if the chloro- 
thiazide would act in a toxic manner and 
accelerate the uremic process. Fifteen pa- 
tients with urea elevation were studied and 
the results show only the usual downhill 
progression one would normally find over 
a period of six months. 
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TABLE 10 


SIDE EFFECTS UNDER THERAPY 


A. Incidences of Side Effects 
Private Patients ............. 
Clinic Patients .............. 

B. Type of Side Effects 
Constipation ................ 
Chronic fatigue .............. 
Improvement of nocturia 
Dizziness ................... 
Muscle aches ............... 
Epigastric distress ........... 
Nausea ..................... 
Mental depression ........... 
Diarrhea ................... 
Anorexia ................... 
Pruritis ..................... 


In any pharmacologic evaluation, the in- 
cidence and type of side effect from the 
drug is important. Because of the differ- 
ences in good management, intellectual 
capacity and physician-psycho-therapeutic 
element the economic division was applied 
to the whole group (table 10). It was evi- 
dent that private patients were more sensi- 
tive, observant and probably more imagin- 
able than the indigent clinic group. The 
differences of incidence of side effects of 64 
per cent for the private group, compared to 
16 per cent for the clinic group is striking, 
and indicates an important factor to be 
considered when evaluating a drug for the 
clinic-type patient. It also is indicative of 
the private patients’ excessive introspection 
which must, at times, lead to imaginary 
symptoms. This also would reduce the value 
of the results from an objective standpoint. 
The economic breakdown only proves the 
value of having a combined evaluation in 
both groups to understand the true inci- 
dence of side effects. 


The types of side effects were variable 
and, with the exception of the first four 
items listed, probably are not related to 
chlorothiazide. The common complaint of 
constipation could be due to a relative de- 
hydration with an increased reabsorption 
of water from the bowel and hence a hard 
stool. The chronic fatigue of which six pa- 
tients complained was suspected of being 
due either to electrolyte imbalance or sud- 
den reduction of the blood pressure. How- 
ever, the electrolytes in these patients were 
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found to be normal. It also was noted that 
there was no sudden drop of pressure in 
this group. Many other patients who had 
a sudden drop of pressure failed to com- 
plain of this sensation. One wonders about 
the effect of chlorothiazide on the meta- 
bolic balance of some of the lesser known 
trace elements for which accurate measure- 
ments are not clinically available. 


The reduction of nocturia was a bene- 
ficial side effect which was not predicted at 
the start of the study. It occurred in pa- 
tients with prostatic hypertrophy who were 
slightly obstructed at the bladder neck. 
The daily mild diuresis caused by morning 
administration of chlorothiazide apparently 
produced a mild nocturnal dehydration re- 
sulting in a reduction of urine excretion. 
The dizziness noted in four patients was 
actually a postural hypotension associated 
with change of position and did not require 
cessation of therapy. 


TABLE 11 


COMPLICATIONS UNDER THERAPY 


Hyperuricemia (8 of 40) 20° 


BUN elevation 

(Previously normal BUN) (3 of 61 5% 
Salt Syndrome” (Whole group) 3% 
Hyponatremia (2 of 50) PA 
Hypokalemia - (1 of 55) 2% 
Digitalis Intoxication . (3 of 29) 10°; 


Metabolic alterations and relatively more 
serious developments were considered under 
the heading of complications. The blood 
uric acid was elevated to abnormal levels in 
eight of forty patients tested. No acute 
gouty attacks developed during this period. 
Only one patient had a previous diagnosis 
of gout. The uric acid abnormality has 
been postulated by others* to be the result 
of chlorothiazide acting on the lower tubule 
where the excretion of uric acid takes place. 


The development of elevation of the 
blood urea nitrogen in three of sixty-one 
patients was duly recorded but was not 
seriously considered as a complication. A 
group of hypertensive patients of this size 
could normally be expected to show this 
change over a six month period. 


Three patients developed a clinical low 
salt syndrome. Hyponatremia was proved 
in two patients of fifty who had serial blood 
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electrolyte studies done. In one of fifty- 
five patients hypokalemia was demon- 
strated. However, digitalis intoxication de- 
veloped in 10 per cent and this may well 
represent either an intracellular reduction 
of potassium or possibly an alteration of 
the ratio of potassium to sodium at the 
cellular level. 


TABLE 12 
DEATHS UNDER THERAPY 


Total Number 4 Patients 


Chlorothiazide 


Diagnoses: a factor 


A. Coronary Thrombosis Possibly 
Bb. Bronchogenic Carcinoma .... No 
C. Uremia (Chronic Nephritis) . Accelerating Factor 
1). Low Salt Syndrome ...... Yes 
The last analysis brings into sharp relief 
the greatest danger associated with a new 


potent pharmacologic agent. 


In the group of 73 patients four died. 
In two of these it was felt that chlorothia- 
zide was a contributory or accelerating fac- 
tor and in one it was felt to have been the 
causative factor. The fourth was due to a 
bronchogenic carcinoma and therefore not 
implicated. 


The first patient was a 52-year-old male 
who had a rather marked postural hypo- 
tension while under treatment with reser- 
pine and chlorothiazide. His control blood 
pressure averaged 220/140 and moderate 
left ventricular hypertrophy was _ present. 
There was no suggestion of coronary dis- 
ease by electrocardiogram or history. His 
treatment blood pressure showed a progres- 
sive reduction to the level of 110/70 at the 
end of six months. His wife related that he 
suddenly arose on the day of death to the 
standing position. He was immediately un- 
steady and complained of dyspnea which 
was followed by a crushing substernal pain 
not relieved by lying down and which was 
followed in 30 minutes by sudden death. 
The autopsy showed a fresh coronary 
thrombosis without infarction. It seemed 
reasonable to believe that the antihyper- 
tensive program was a strong contributory 
factor to death. 


The second patient had uremia of a mod- 
erate degree and severe hypertension. The 
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blood potassium level was 7.0 meq. and the 
sodium was 133 meq. when chlorothiazide 
was initiated. He was placed on a full salt 
diet with 4 grams of sodium bicarbonate 
added. Chlorothiazide was started at a 
dose of 2 grams daily in an effort to reduce 
the hyperkalemia while supplying adequate 
exogenous sodium to prevent further deple- 
tion. On the seventh day vomiting devel- 
oped, with intense weakness and muscle 
aching. At this time the sodium had drop- 
ped to 110 meq. and the potassium was 
even further elevated to 8.0 meq. The 
electrocardiogram showed changes sugges- 
tive of hypermagesemia. Death followed 
shortly. Post mortem examination showed 
the small granular kidneys of chronic neph- 
ritis. Chlorothiazide triggered the rapid 
demise of this otherwise chronically ill but 
relatively stable patient who undoubtedly 
had a salt losing type of nephritis. 


The third was a severe hypertensive pa- 
tient under chlorothiazide treatment for six 
months. Moderate renal impairment was 
evident by borderline urea levels. Under 
stress, such as mild systemic viral infection, 
the urea would become elevated. Therapy 
included reserpine, hydralazine and meca- 
mylamine. Following a brief period of sev- 
eral days of hot weather the patient com- 
plained of weakness, nausea, and constipa- 
tion. The blocking agent was discontinued 
and a laxative given. The following day the 
patient was acutely ill with weakness, 
diarrhea, vomiting and had _ developed 
auricular fibrilation. The electrocardiogram 
failed to demonstrate any new myocardial 
or electrolyte abnormalities. It was unfor- 
tunately not possible to obtain’ blood 
sodium and _ potassium’ determinations. 
Other laboratory studies revealed the CO. 
to be 19 meq., BUN 96 mgs. per cent, 
Chloride 85.6 meq. with an alkaline urine. 
Saline was started intravenously but the 
patient died on the third day of illness 
shortly after the laboratory studies were 
obtained and before effective therapy for 
the suspected severe hyponatremia had 
been carried out. Post mortem examina- 
tion was not granted. It was surmised that 
an acute low salt syndrome was produced 
by a combination of minimal] renal function 
impairment, hot weather and cholorthia- 
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zide which resulted in sudden death, Renal 
function in the previous two years was 
identical with that just prior to the onset 
of the sudden terminal illness. The only 
factor which was different was chlorothia- 
zide. The observers were in agreement that 
the terminal acute illness was probably pre- 
cipitated by chlorothiazide. 


After careful analysis of these three 
deaths it is concluded that chlorothiazide 
may be a factor in causing one death in as 
few as every 25 hypertensive patients under 
long term therapy. 


DISCUSSION 


The diagnosis of essential hypertension is 
still, after many years of intensive investi- 
gation, a common category which probably 
includes many different physiologic abnor- 
malities characterized by increased peri- 
pheral arteriolar resistance. The most com- 
mon abnormality is seen in sodium metab- 
olism and it is in this type of patient that 
the saluretic activity of chlorothiazide is 
most beneficial. Other hypertensive states 
caused predominantly by humoral agents 
of the kidney or the central nervous system 
would not be expected to respond, as any 
change of sodium metabolism in these in- 
stances would be due to a prolonged hyper- 
tension. Consequently, sodium depletion 
by diet, resins or chlorothiazide would re- 
sult in little if any improvement. I believe 
that the so-called malignant hypertension 
is of a different etiology than is essential 
hypertension with its demonstrated sodium 
metabolic fault. 


It would then appear that a lack of im- 
provement in a severe hypertensive state 
following therapy with chlorothiazide could 
be considered a diagnostic test and stimu- 
late the therapist to a more extensive eval- 
uation for some of the less frequent causes 
of hypertension. 


In the earlier report of a small segment 
of this patient group the use of chloro- 
thiazide was felt to be free of danger. The 
more extensive experience herein reported 
has produced a sobering realization that 
chlorothiazide is a potent chemical com- 
pound which can be deadly, especially in 
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patients with vascular damage from years moderately severe hypertensive pa- 
of uncontrolled hypertension. tients. 


SUMMARY 


69 per cent of the general hypertensive 
population had a significant reduction 
of blood pressure when chlorothiazide 
was added to the present program. 


No significant response difference is 
noted between the upper and lower 
economic group. 


When the diastolic pressure is below 
100 mm. of mercury prior to treatment 
it is unlikely that chlorothiaze will be 
of any benefit. 


Systolic hypertension in an elderly in- 
dividual should not be treated with 
chlorothiazide. 


Renal and malignant hypertension 
should be treated with chlorothiazide 
although sodium is probably of minor 
importance in hypertension of these 
etiologies. 


It appears that therapy with chloro- 
thiazide should not be discontinued as 
ineffective in less than four to six 
months because of the apparent in- 
creasing effect with prolonged usage. 


Chlorothiazide used alone is seldom 
effective. 


Chlorothiazide and reserpine appear 
to be an excellent combination for 


No evidence of drug fastness with long 
term therapy has been noted. 


Patients under therapy with digitalis 
were found to respond as well as the 
overall hypertensive group. 


Renal failure does not contraindicate 
the use of chlorothiazide; however, 
close observation is necessary as com- 
plications are more likely to develop in 
this group. 


Hot weather increases the likelihood of 
electrolyte complications. 


Digitalis intoxication developed in 10 
per cent of treated patients. 


Three deaths occurred in which chloro- 
thiazide was suspect. 


Appreciation is expressed to the Merck, 
Sharp and Dohme Co. for supplies of 
chlorothiazide as Diuril and mecamylamine 
as Inversine; to the Ciba Pharmaceutical 
Co. for supplies of hydralazine as Apreso- 
line and reserpine as Serpasil. 
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Editorial * 


This issue of The Journal contains sev- 
eral excellent articles that undoubtedly 
would have been published in a larger 
journal with national circulation had their 
authors so desired. We are pleased that it 
was decided to publish them in the au- 
thors’ state journal. They will be widely 
read; at least one will be abstracted in the 
national journals. It is a good thing for 
The Journal to have articles of this calibre. 


On the other hand it is hoped that these 
articles will not deter prospective young 
authors from submitting their material for 
publication due to a feeling of inferiority. 


We have stated in the past that this is 
your journal; that the case report is a de- 
sirable subject for publication; and that a 
state journal is an excellent medium through 
which young physician-authors may gain 
experience. After almost three years in the 
job, your editor has some ideas on these 
subjects: 


There is a wealth of clinical material in 
the state of Delaware. There are four gen- 
eral hospitals in Wilmington, four down- 
state, and four hospitals throughout the 
state limited to specific types of patients. 
In looking over recent issues of The Jour- 
nal, it is obvious that this great source of 
material has barely been touched. 


Some of the hospitals mentioned above 
have residency training programs. Physi- 
cians in training are preparing themselves 
for the practice of a medical specialty and 
it is desirable that the specialist make his 
views known to his colleagues by writing. 
The state journal is an excellent field upon 
which to train medical writers. Many of our 


younger physicians refrain from writing 
case reports because of the belief that to 
do so would entail a detailed search of the 
literature, a time consuming procedure. 
This is not true. Many a good case has 
been ruined in its presentation by reason 
of too much extraneous material. A busy 
physician will not read what fifty previous 
authors said about a subject but he will 
read with interest and benefit a brief report 
that tells (1) what the patient had wrong 
with him, (2) how his condition differed 
from that seen in others, (3) the treatment 
used, (4) the course of the case, and (5) 
one good reference containing further ref- 
erences for those interested. Such an ar- 
ticle is mutually beneficial to author and 
reader. 


Many young physicians believe that 
writing is easy and that practice is unnec- 
essary. They believe that as long as they 
keep up in their reading, they can merely 
sit down and write a finished paper in one 
draft. Many do just that, but papers so 
written rarely reach the typesetter. Good 
writing is hard and tedious work and con- 
sists of writing, rewriting, and rewriting. 
The state journal is equipped to give these 
young authors help; help for which they 
would be charged dollars and cents else- 
where. If their subject matter has any merit 
whatsoever, the paper is carefully reviewed 
by a professional copy rewriter who frequent- 
ly corrects grammar, sometimes changes 
style, but never changes the meaning. The 
opportunity to see these manuscripts be- 
fore and after revision is valuable training. 
From such training comes experience. 


This is your journal. Support it and it 
will help you. 
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THE AUXILIARY’S CHALLENGE TO PROVIDE NURSES FOR 


A CHANGING WORLD AND A GROWING NATION 


It would be as easy to tell of the exact 
beginning of time as to state the exact be- 
ginning of nursing. In pre-historic times, 
nursing was carried on in a crude form as 
cavewomen cared for their children and 
nursed the wounds of their men injured in 
battles and hunting expeditions. 


As far back as 6,000 B.C., we read in 
the earliest written records of ancient civil- 
ization of customs of caring for the sick— 
some helpful, some harmful, some methods 
based on magic and superstition, and others 
still practiced in some form today. 


In the time of Hippocrates groups of in- 
dividuals were working together at nursing. 
These were religious groups devoting their 
lives to charity. During the dark ages when 
religious orders were in constant disagree- 
ment, nursing fell into disrepute. Only wom- 
en of the worst sort would brave the homes 
and prisons to care for the helpless and the 
sick. It is from this era that Charles Dick- 
ens created ““Sairy Gamp’’, who to this day 
stands for someone slovenly, always drunk, 
and completely immoral. 


During the 1700’s, groups of women 
known as Sisters of Charity, deaconesses, 
etc. were taught enough by physicians to 
enable them to give at least a minimum of 
care to patients. 


In 1820, with the birth of Florence Night- 
ingale, a light dawned on the history of 
nursing. She came from a wealthy English 
family and her work in the horror and 
bloodshed of the Crimean war is a story 
every history student knows. It was she 
who paved the way for women of the upper 
classes to enter this field, and, when she 
founded the first school of nursing at St. 
Thomas Hospital in London in 1860, she 
also founded the model for all training 
schools to follow. 


After 1860, nursing as a profession grew 
and spread like a giant mushroom as more 
and more schools were founded. Nurses 
were now given the best of training as well 
as recognition of their place in society. 
During World Wars I and II, nurses added 
more laurels to their profession with their 
accomplishments on the battlefields of the 
world. 


Times have changed so fast that the nurs- 
ing profession is still struggling to catch 
up. Due to the shortage of nurses, we are 
grappling with one of the fundamental 
health problems of our time, and it is im- 
portant that we plan activities and services 
both immediate and long term. There will 
continue to be a growing demand for nurs- 
ing service over the next few decades. Ex- 
periences of the past half century have 
established trends which make such a de- 
mand inevitable. 


In the years ahead, the population will 
increase by an unprecedented measure. 
More people will live to an older age, heirs 
to the degenerative diseases of longevity. 
Medical practice will broaden in scope with 
more precise methods of diagnosis and 
treatment. Public health and community 
service will expand. Society will demand 
more of the benefits of a growing knowledge 
of health and medical science as people be- 
come increasingly aware of these benefits. 


With such prospects, only ordinary vis- 
ion is required to realize that more nursing 
personnel will be needed for the myriad of 
other services expected of the nurse. Nurs- 
ing education, as is true of education in 
many other professions, must prepare an 
adequate number of highly skilled prac- 
titioners so that nursing service may utilize 
a large and growing number of lesser pre- 
pared personnel. Only thus, can nursing 
assure to society the services society will 
demand of nursing. 


¥ 
yo 
: 
wove 
4 
4 
i 
fe 
= 


FEBRUARY, 1959 


Ahead, we can look for a healthy stu- 
dent potential. The war babies who sky- 
rocketed the national birthrate are reach- 
ing college age. To nursing, this augments 
an expanding student enrollment. The post- 
war student deluge has reached the sec- 
ondary schools. To keep pace with the 
growing nation and the rapid strides of 
medicine, nursing school applicants will 
have to be doubled by 1970 and now is the 
time to provide the potential teaching and 
supervisory staffs for these coming years. 


In 1950 the Woman’s Auxiliary became 
active in the Nurse Recruitment program. 
This was conceived fundamentally as a 
means of guiding young people to become 
deeply enough involved in the prospects 
for service in the profession that they would 
choose it as a career. We are still greatly 
concerned with the growth of the nursing 
profession, a growth that can be nurtured 
only through a most careful screening of 
the persons who will find professional serv- 
ice one of the chief ingredients of a satisfy- 
ing life. 


WE Have DONE 
Since 1950, the Auxiliary has— 


1. granted twenty-eight nursing scholar- 
ships to students entering training 
schools in Delaware. 


2. sponsored an annual bridge party and 
fashion show to provide the funds for 
these nursing scholarships. 


3. screened applicants for the Rotary Club 
of Wilmington and have selected forty- 
four successful candidates to enter 
training schools in the city of Wilming- 
ton. This is a remarkable record of 
achievement, and we publicly express 
our gratitude to the Rotarians for their 
support in this community service. 


4. screened an applicant for the Zeta 
Chapter of the Beta Sigma Phi Sorority. 


5. worked with the American Nurses As- 
sociation in establishing Future Nurses 
Clubs in the high schools of Delaware. 


6. provided refreshments for senior high 
school students who have attended pro- 
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grams on “Nursing as a Career”. 


7. provided each of the high schools in the 
state with information regarding our 
scholarship program and material for 
their library shelves on “Nursing as a 
Career’. 


8. manned the “Career Day” booth at the 
Harrington fair and provided bus trans- 
portation for attending students. 


9. supplied information to applicants as to 
where they can apply for other sources 
of financial help or loans to pursue the 
career of nursing. 


These are but a few of the projects un- 
dertaken by the Auxiliary to promote the 
recruitment of nurses. 


We hope our program is still in the in- 
fancy stage, because the supply is still very 
short of the demand. Scholarship aid is 
recommended to encourage those students 
who could not otherwise afford a nursing 
education, but who show indication of suc- 
ceeding in a career in nursing. Scholarships 
for nurses can help provide the people of 
Delaware with sufficient high quality nurs- 
ing service to maintain and improve com- 
munity health. Everyone who uses nursing 
service, whether directly or indirectly, has 
a stake in helping to assure more and bet- 
ter nursing care. 


How You Can 
To you who are doctors. 


You often have an opportunity to coun- 
sel patients or the sons and daughters of 
patients about their future careers, and 
many people turn to you for advice about 
entering nursing. Do you have up-to-date in- 
formation about the opportunities for nurses, 
the types of educational programs, and 
other important facts at hand so that you 
can give informed guidance? Nursing career 
materials in your patients’ waiting room 
are an eflective aid to recruitment. 


Some of our doctors have already estab- 
lished a yearly scholarship in the hospital 
of their choice. Would you care to do like- 
wise? The cost of a nursing scholarship is 
between one hundred and fifty dollars and 
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three hundred dollars for the three year 
course depending on the individual hospital. 


To you who are graduate nurses. 


Remember that you do more than any- 
one else to influence the public’s attitude 
toward nursing. A satisfied nurse who is 
vocal about her profession is the most 
efficient recruiter nursing can have. Keep 
up with what is happening in nursing so 
that you always know its selling points as 
a career. 


To all Auxiliary Members. 


Support our annual bridge party either 


by attendance or a contribution. The pro- 
ceeds from this affair are solely for the 
Nurses Scholarship fund. Remember the 
date this year is TUESDAY, APRIL 21, 
at the DU PONT COUNTRY CLUB. 


Let us do all that we can to help those 
who accept the challenge of human service 
and have the assurance that in no other 
line of endeavor are the rewards so high 
and the satisfaction so enduring. 


Kathleen E. Aikins (Mrs. James P.) 
Chairman: Paramedical Careers 
Recruitment Committee 

Woman’s Auxiliary to the 

Medical Society of Delaware. 
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MAJOR MEDICAL MEETINGS IN DELAWARE 


Standing Schedule 


Beebe Hospital 

Delaware Hospital 

Kent General Hospital 

Memorial Hospital 
(Wilmington) 

Milford Memorial Hospital 

Nanticoke Memorial Hospital 

St. Francis Hospital 


Wilmington General Hospital 


Kent County Medical Society 

New Castle County Medical 
Society 

Sussex County Medical Society 


Delaware Academy of 
General Practice 
Delaware Pathology Society 


Spectral Schedule 


Medical Society of Delaware 
Medical Society of Delaware 


Medical Society of Delaware 
American Medical Association 
Delaware Academy of 
General Practice 
laware Academy of 
General Practice 
Delaware Academy of Medicine 


General Staff 
General Staff 
General Staff 
General Staff 


General Staff 
General Staff 
General Staff 


General Staff 
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2nd Friday 

2nd Tuesday 
3rd Tuesday 
2nd Tuesday 


2nd and last Tuesdays 
Ist Thursday 

4th Tuesday 

Ist Tuesday 

4th Tuesday 


Monthly Meeting 
Monthly Meeting 


Monthly Meeting 


3rd Tuesday 
3rd Tuesday 


2nd Thursday 


Monthly Meeting 
Weekly Meeting 


Ist ‘Tuesday 
Each Friday 


Medico-Legal Symposium 
Seminar on Obstetrics 


Annual Meeting 
Annual Meeting 


A. I. du Pont Institute 

Milford Memorial 
Hospital 

Academy of Medicine 

Atlantic City, N. J. 


Symposium on Cancer Detec- A. I. du Pont Institute 


tion and Treatment 
Annual Meeting 


“Sarcoidosis” 


Delaware Academy of Medicine Building Dedication 


Delaware Health Forum 


Delaware Health Forum 


Delaware Division, American 
Cancer Society 

Delaware Chapter, American 
Heart Association 

Mental Health Association 

of Delaware 


The Journal will be pleased to receive notice of major medical meetings in this area for inclusion in this schedule. 


“Life Stress and Bodily 
Disease” 


Academy of Medicine 


A. I. du Pont Institute 
Academy of Medicine 


“Emotional Development and _ P. S. du Pont School 
Disturbances of Childhood” 


P. S. du Pont School 


Annual Meeting 
Annual Meeting 
Annual Meeting 


October 22, 1959 


April 30, 1959 


57 


Monthly 

Feb., May, Sept., Dec. 
Monthly 

Jan., March, June, Oct. 


Monthly 

Monthly 
March, May, Oct. | 

December 
Jan., April, Sept., Nov. a 


September - June 
September - June 


September - June 


September - June 


February 22, 1959 
March 25, 1959 


October 14-15, 1959 
June 8-12, 1959 
April 25, 1959 
December 5, 1959 
March 9, 1959 
October 13, 1959 
February 24, 1959 


March 24, 1959 


May 19, 1959 


‘ 
|| 
gine? 
: | 
= 
“4 
if 
he. 
; 
¥ 


58 DELAWARE STATE MEDICAL JOURNAL FEBRUARY, 1959 


WILLIAM N. FENIMORE 
1886 - 1959 


Dr. Fenimore died on January 5th after a lengthy illness. After study- 
ing in the Wilmington Public Schools, Wilmington Friends School and 
Phillips Exeter Academy, he received his M. D. from Jefferson in 1921. He 
served in both World Wars, being a Captain in the Medical Corps in World 
War II. He was coroner’s physician from 1932 to 1942. 


Dr. Fenimore is survived by four sons, two daughters, and twelve grand- 
children. 


HOWARD N. STAYTON, JR. 
1914 - 1959 


Born in Wilmington, Dr. Stayton was graduated from Wilmington 
High School and the University of Delaware. He received his M. D. from 
the University of Maryland in 1940 and served his internship in the Dela- 
ware Hospital. He then practiced in Lewes and Wilmington before leaving 
private practice in 1951 to become physician for the Chrysler plant in 
Newark. He was a member of the State Board of Health from 1950 to 1952. 
In addition to his wife, he is survived by three daughters and a son, and 
his mother. 


E. HUGHES NUTTER 
1909 - 1959 


Dr. Nutter died on February 24th after a short illness. Born on Tan- 
gier Island, Virginia, he was a graduate of Alexis I. du Pont High School 
and Ohio Wesleyan College. He received his M. D. from Hahnemann Medical 
College in 1935. After serving his internship at the Memorial Hospital (then 
the Homeopathic Hospital), he practiced in Newark until the time of his 
death. He is survived by his wife, a daughter and a son. 
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when psychic 


symptoms 


distort the picture 


Dartal helps the patient reintegrate his mental processes 


In everyday office practice as well as under hospital conditions 
Dartal is consistent in its effects as few tranquilizers are. 


Dartal promotes emotional balance 


Dartal effectively decreases or relieves emotional hyper- 
activity and psychomotor excitement. 


Dartal is unusually safe 


At a recent symposium, leading hepatologists* concluded that 
Dartal is not icterogenic or hepatotoxic. 


Dartal is effective at low dosage 


One 2-mg. tablet q.i.d. or one 5-mg. tablet t.i.d. in neuroses; 
one 10-mg. tablet t.i.d. in psychoses. 


a superior psychochemical 
for the management of both major and 
minor emotional disturbances 


dihydrochloride 


SEARLE 
*A Symposium on the Pharmacologic Effects of Dartal on the Liver, Chicago, Searle Research Laboratories, Feb. 7, 1958, 


brand of thiopropazate dihydrochloride 
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In the Treatment of Rheumatic Disorders 
Greater stability of maintenance dosage 
minimizes risks of hormonal imbalance 


In Sterazolidin, the anti-inflammatory actions of prednisone and Butazolidin* 
are combined to permit lower effective dosage of each. Clinical experience 
has indicated that patients can be well maintained on this combination over 
prolonged periods with relatively low, stable dosage levels of each component, 
thus minimizing the problems arising from excessively high doses of corti- 
costeroids. Other side effects have also been gratifyingly few. Antacid and 
spasmolytic components are contained in Sterazolidin capsules for the benefit 
of patients with gastric sensitivity. 


Sterazolidin®: Each capsule contains prednisone 1.25 mg.; phenylbutazone 
50 mg.; dried aluminum hydroxide gel 100 mg.; magnesium trisilicate 150 mg.; 
homatropine methylbromide 1.25 mg. 


Detailed information available on request. 
*Geigy’s trademark for phenylbutazone—Reg. U. S. Pat. Off. 


new 


prednisone-phenyibutazone, Geigy 


Ardsley, New York 
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ELECTIVE AND TRAUMATIC 


use 
XYLOCAINE® nc! SOLUTION 


of tidocaine*) 


as a local or topical anesthetic 


Xylocaine is routinely fast, profound and well tol- 
erated. Its extended duration insures greater 
postoperative comfort for the patient. Its 

potency and diffusibility render reinjec- 

tion virtually unnecessary. It may be in- 

filtrated through cut surfaces permitting 
pain-free exploration and longer suturing time. 


+ warts; moles; sebaceous cysts; benign tumors; wounds; lacerations; biop- 
sies; tying superficial varicose veins; minor rectal surgery; simple frac- 
tures; compound digital injuries (not involving tendons, nerves or bones) 


PAT. NO. 2.441.498 MADE INUS 


in very special cases 
a very superior brandy... 


specify 
kkk 


4 


HENNESS Y a2 


COGNAC BRANDY 
84 Proof | Schieffelin & Co., New York 


PROTECTION AGAINST LOSS OF IN- 
COME FROM ACCIDENT & SICKNESS 
AS WELL AS HOSPITAL EXPENSE 
BENEFITS FOR YOU AND ALL YOUR 
ELIGIBLE DEPENDENTS. 


PHYSICIANS 
SURGEONS 


COME FROM DENTISTS 


PHYSICIANS CASUALTY & HEALTH 
ASSOCIATIONS 
OMAHA 31, NEBRASKA 
Since 1902 
Handsome Professional Appointment 
Book sent to you FREE upon request. 
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PRODUCTS OF DISTINCTION FROM THE PURDUE FREDERICK COMPANY 


-Cerumenex 


DROPS 


For easy, safe, 
painless removal 
of ear wax— 
without 
instrumentation 


Proved clinically 
effective 
in 4,464 
(95.0 per cent) 
of 4,695 patients 
(ages 
3 months to 83 years) 
with excess 
or impacted cerument 


For patient convenience and econ- 
omy, prescribe ‘Cerumenex’ Drops 
in the regular 15 cc. bottle, pack- 
aged with cellophane wrapped 
blunt-end dropper. 


+Complete bibliography 
available on request 
CERAPON* 10.0°> IN PROPYLENE GLYCOL 


WITH CHLORBUTANOL 0.5°6 *BRAND OF TRIETHANOLAMINE POLY- 
PEPTIDE OLEATE-COWDENSATE U.S. AND FOREIGN PATENTS PENDING 


The Purdue Frederick Company 


©Copyright 1959, The Purdue Frederick Company 


PROBILAGOL 


LIQUID 
cholecystokinetic-cholagogue action 


Specifically 
designed 
for therapeutic and 
prophylactic 
management 
of dyspepsia and 
food 

intolerance 


CONTRACTS 
HERE 


A unique 
cholecystokinetic- 
cholagogue, 
‘ProBilagol’ provides 
prompt gallbladder 
evacuation, 
prolonged relief, 
safety, 
extreme palatability 


Supply: Bottles of 
12 and 6 fluid ounces. 


PROBILAGOL D-GLUCITOL WITH HOMATROPINE METHYLBEROMIDE, 
PURDUE FREDERICK 


Senokot. 


TAGLATS GRANULES 


Assures bowel 
correction 
and rehabilitation 
because it “‘... acts 
in a way almost 
indistinguishable 
from the normal 
physiologic 
mechanism...” 


without 
mucosal irritation due 
to chemical contact 


without 
incompatibilities 
to antacids and 
other medications 


Supply: Tablets, small and 
easy to swallow, 
in bottles of 100. 
Granules, cocoa-flavored, 
in 8 and 4 ounce canisters. 


1. Herland, A. L.. Lowenstein, A.: Quart. 
Rev. Surg. Obst. & Gynec. 14:196 (Dec.) 1957 


CONCENTRATE OF TOTAL ACTIVE PRINCIPLES 
OF CASSIA ACUTIFOLIA FOOS, PURDUE FREDERICK 


DEDICATED TO PHYSICIAN AND PATIENT SINCE 1892 
NEW YORK 14, N.Y. | TORONTO 1, ONTARIO 
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| 
there’s pain and 
inflammation here... comprehensive including the entire 
o » treatment than fibrositis syndrome 
it could be mild salicylate alone as well as early or mild 


rheumatoid arthritis 
or sever e, acute . . . assured anti-inflammatory 
or chronic, primary effect of low-dosage more manageable 


more potent and ... wide range of application 


corticosteroid’ corticosteroid dosage 


OF Secon dary ... additive antirheumatic much less ihelinood: . 
fibr ositis—or even action of corticosteroid of treatment-interrupting 


plus salicylate?~* brings side effects’ 


early rheumatoid rapid pain relief; aids ... simple, flexible 


arthritis restoration of function. dosage schedule 
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Acute conditions: Two or three 
tablets four times daily. After 
desired response is obtained, 
gradually reduce daily dosage 

and then discontinue. 

Subacute or chronic conditions: 
Initially as above. When satisfactory 
control is obtained, gradually reduce 
the daily dosage to minimum 
effective maintenance level. For best 
results administer after meals and 
at bedtime. 

Precautions: Because SiIGMAGEN 
contains prednisone, the 

same precautions and 
contraindications observed 

with this steroid apply also 

to the use of SIGMAGEN. 


in any case 
it calls for 


gmage 


orticoid-salicylate compounc tablets 


Composition 

METICORTEN® (prednisone) 

Acetylsalicylic acid 

Aluminum hydroxide 

Ascorbic acid . 20mg. 
Packaging: Sicmacen Tablets, bottles of 100 and 1000. 
References: 1. Spies, T. D., et al.: J.A.M.A. 159:645, 
1955. 2. Spies, T. D., et al.: Postgrad. Med. 17:1, 1955. 
3. Gelli, G., and Deila Santa, L.: Minerva Pediat. 
7:1456, 1955. 4. Guerra, F.: Fed. Proc. 12:326, 1953. 
5. Busse, E. A.: Clin. Med, 2:1105, 1955. 6. Sticker, 
R. B.: Pane! Discussion, Ohio State M. J. 52:1037, 1956. 


SCHERING CORPORATION « BILOOMFIELD, N. J. 


€6-4-648 
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Baynard Optical 
Company 


Prescription Opticians 


We Specialize in Making 
Spectacles and Lenses 
According to Eye Physicians’ 

Prescriptions 


MEDICAL CENTER 


1003 Delaware Avenue 


BAYNARD BUILDING 
5th & Market Sts. 


Wilmington, Delaware 


PARKE 


Institutional Supplier 
Of Fine Foods 


COFFEE —‘TEAS 
SPICES CANNED FOODS 
FLAVORING EXTRACTS 


L. H. Parke Company 


Philadelphia Pittsburgh 
7746 Dungan Rd., Phila. 11, Pa. 


JOHN G. MERKEL 
& SONS 


Physicians—Hospitab— 
fatoralor y— In valid Supplies 


PHONE OL 4-8818 


801 N. Union Street 


Wilmington, Delaware 


Physicians’ and Surgeons’ 


PROFESSIONAL 
Liability Insurance 


Provides Complete Malpractice Protection, 
Avoids Unpleasant Situations By Immediate 
Thorough Investigation And Saves You The 
High Costs Of Litigation. 


The Only Plan Which Is Officially Sponsored 
By Your Local Medical Society 


The New Castle County Medical Society 
The Kent County Medical Society 
The Sussex County Medical Society 


WRITE OR PHONE 
J. A. Montgomery, Inc. 


DuPont Bldg. 10th & Orange Sts. 
87 Years of Dependable Service 


Phone Wilmington OL 8-6471 


If it’s insurable we can insure it 
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WITH RESERPINE 


antihypertens 


ith any other agent 


more hypertensives can be better controlled 


® 


DIURIL 
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a logical alliance of two antihypertensives 
you know and trust provides 


increased effectiveness, decreased side effects 


potentiated effect 
DIUPRES produces an effect greater than either DIURIL or reserpine alone. It is effective 
in many patients who respond inadequately or not at all to either DIURIL or reserpine. 


Average antihypertensive effect — | Average antihypertensive effect 
of rauwolfia and rauwolfia+DIURIL — of reserpine and DIURIL+reserpine 


in 25 patients’ : in 7 patients’ 
after 3 weeks 12 weeks control: reserpine: DIURIL 
6 months after after (12.3% + reserpine: 
rauwolfia adding adding reduction) (26.2% 


therapy DIURIL DIURIL reduction) 
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effective therapy for most patients 
DIUPRES by itself usually provides effective therapy for a 
majority of patients with mild or moderate hypertension, 
and even for many patients with severe hypertension. 
Many patients now treated with other agents which fre- 
quently cause distressing side effects can be adequately 
managed with well tolerated DIUPRES. 


provides basic therapy 

Should other drugs need to be added to DIUPREs, they can 
be given in much lower than usual dosage so that their 
side effects are often strikingly reduced. 


rapid onset of effect 

The antihypertensive action of DIUPREs is rapidly evident. 
(Considerable time may elapse before the antihyperten- 
sive effect of reserpine alone is observed. ) 


fewer and less severe side effects 
DIUPRES may be expected to cause fewer and less severe 
side effects than are encountered with other antihyper- 
tensive therapy. (Since DIURIL and reserpine potentiate 
each other, the required dosage of each is usually less 
when given together as DIUPRES than when given alone. 
Such reduction in dosage makes side effects less likely 
to occur.) 


often obviates weight gain 

DIUPRES minimizes the problem of weight gain seen with 
reserpine (reserpine alone has been reported to produce 
weight gain in 50 per cent of patients).'-+ 


virtually eliminates fluid retention 
DIUPRES is not likely to cause either clinical or subclinical 
retention of sodium and water. (Hypotensive drugs, par- 


DIURIL. WITH RESERPINE 


ticularly rauwolfia® and hydralazine,® may cause fluid 
retention. Even when such retention is subclinical, their 
antihypertensive effectiveness is diminished.® ) 


diet more palatable 
With DIUPRES, there is less need for rigid restriction of 
dietary salt, which patients find so burdensome. 
“It may well be that the drug [DIURIL] produces 
the benefits of a markedly restricted low sodium 
diet but without its hardships.”’* 


subjective and objective improvement 
DIUPRES allays anxiety and tension, thus reducing the 
emotional component of hypertension. Organic changes 
of hypertension may be arrested and reversed. Headache, 
dizziness, palpitations and tachycardia are usually 
promptly relieved by pDiuPRES. When the anginal syn- 
drome accompanies hypertension, the administration of 
DIUPRES may also cause diminution or even disappear- 
ance of this syndrome concurrent with control of the 
hypertension. 


convenient, controlled dosage 

Instead of two separate prescriptions, you write one pre- 
scription ... the patient takes one tablet, rather than two 
different tablets ... and the dosage schedule is easier for 
the patient to remember and follow. 

“patients have fewer lapses and make fewer mis- 
takes in dosage, the simpler the regimen can be 
made. Therefore I do not hesitate to use more 
than one medicament combined in one tablet, 
provided this gives approximately the correct 
dosage of each.” 


economical 


DIUPRES will cost the patient less than if he were given 
two separate prescriptions for its components. 
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Indications: 
DIUPRES is indicated in hypertension of all degrees of 
severity. It can be used in the following ways: 


as total therapy 
@ as primary therapy, adding other drugs if necessary 


e as replacement or adjunctive therapy in patients 
now treated with other agents 


Precautions: 

The precautions normally observed with DIURIL or reserpine 
apply to piuPRES. Additional information on DIUPRES is 
available to physicians on request. 


Recommended dosage range: 
DIUPRES-500—one tablet one to three times a day. 
DIUPRES-250—one tablet one to four times a day. 
If necessary, other agents may be added. 
If the patient is receiving ganglion blocking agents 
or hydralazine, their dosage should be cut 
by 50 per cent when DIUPRESs is added. 


DIUPRES-500 


500 mg. DIuRIL (chlorothiazide), 0.125 mg. reserpine. 
Bottles of 100, 1000. 


DIUPRES-250 


250 mg. DiuRIL (chlorothiazide), 0.125 mg. reserpine. 
Bottles of 100, 1000. 


the first “wide range” antihypertensive 


DIURIL, WITH RESERPINE 


1. Rochelle, J. B., III, Bullock, A. C., and Ford, R. V.: Potentiation of antihypertensive therapy by use 
of chlorothiazide, J.A.M.A. 168:410, Sept. 27, 1958. 2. Freis, E. D., Wanko, A., Wilson, I. M., and Parrish, 
A. E.: Treatment of essential hypertension with chlorothiazide (Diuril), J.A.M.A. 166:137, Jan. 11, 1958. 
3. Freis, E. D.: Treatment of hypertension. (Presented at the Annual Meeting of Southern Medical Asso- 
ciation, Nov. 13, 1957.) 4. Moyer, J. H., Dennis, E., and Ford, R.: Drug therapy (Rauwolfia) of hyper- 
tension, A.M.A. Arch. Int. Med. 96:530, Oct. 1955. 5. Perera, G. A.: Edema and congestive failure related 
to administration of rauwolfia serpentina, J.A.M.A. 159:439, Oct. 1, 1955. 6. Wilkins, R. W.: Precautions 
in use of antihypertensive drugs, including chlorothiazide, J.A.M.A. 167:801, June 14, 1958. 


mQo MERCK SHARP & DOHME, DiviSiON OF MERCK & CO., Inc., PHILADELPHIA 1, PA. 


*DIUPRES and DIURIL (chiorothiazide) are trademarks of Merck & Co., Inc 
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1 Ladeez and gentlemen: 

learn all about new VITERRA PEDIATRIC, 
a good supplement 

in a great new package. 


4 
\ 
2 First, 
~ see what happens when \ 
8 you push the metered plunger. ' 
5 On your right, 
see the Metered-Flow a 
bottle’s tight seal. An exact 0.6 cc. 
No risk of : comes out this spout. 
contamination. 3 Never more, never less. 


3 Aha! 


4 And notice — 
no drip, no waste, 
no sticky bottle. 


VITERRA* PEDIATRIC 


each 0.6 cc. contains: Va 
uo pr 6 Let’s take a minute 

to admire the formula. 

A (synthetic) 5000 USP. Units 333% 

(Caiciferol) 1000 U_S.P. Units 

B, (Thiamine) 

(Riboflavin) 

(Pyridoxine) 

B, 2(Cyanocobalamin 

C (Ascorbic Acid) 

Niacinamide 

Panthenol 


in a d-sorbitol base for better vitaminB,. absorption 


t+Minimum daily requirement has not been estab- 
lished. 


DOSAGE: 0.6 cc. or as directed by physician. 
in 50 cc. bottles 


no refrigeration needed 7 That means 
no hot-weather 
loss of potency. 


8 Now for a farewell treat, a 
taste of delicious, orange-y 
VITERRA PEDIATRIC. How will 
you have it — in fruit juice? 
On cereal? Straight from the 
spoon? 


2RA 


ALLOW 30 SECONDS BETWEEN DISPENSINGS 


Special note to doctors who took this tour: 


Problems of over- and under-dosage, spillage, spoilage 
or leakage disappear with VITERRA PEDIATRIC’S new 
Metered-Flow bottle. Why not consider these advan- 
tages when you recommend a vitamin supplement? 


New York 17, N.Y. 
Division, Chas. Pfizer & Co., Inc. 
Science for the world’s well-being 
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Exactly how 


oes new Halodrin* restore the 
“premenopausal prime” 


in postmenopausal women? 


Webster defines “prime” as the period of greatest health, strength, and beauty. In a woman. these are the 
childbearing years between puberty and menopause —the years when her hormone production is highest. 

The inevitable reduction in this hormone production as she enters the menopause often results in physical 
discomfort in the form of hot flushes, nervousness, insomnia, or a multiplicity of other symptoms with which 
you are familiar. Superimposed on this physical picture is the psychic trauma brought on by this unavoidable 
evidence of aging. The thing that brings her to a physician is simply that she “feels bad.” 

You can’t make her 35 again—but the odds are good that you can make her feel like it! The secret is a 
combination of reassurance and hormones. The exact form and amount of the former defy objective analysis, 
but the latter can now be provided with scientific precision. Reduced to essentials, here is the explanation ot 
exactly how hormones—in the form of Lpjohn’s new Halodrin—restore the “premenopausal prime.” 

The normal premenopausal woman excretes estrogens in the urine in the form of estradiol, estrone, and 
estriol. in an approximate 28-day average ratio of 39:15:46. Starting with this urinary excretion of estrogens, 
it is possible to calculate backwards and estimate the amount of estradiol that must have been secreted endo- 


genously in order to produce these urinary levels. This is possible because the proportion of estrogens which 


appears in the urine following parenteral administration has been established in castrated women. 


On this basis, the average endogenous output of estrogens is about 160 micrograms per day during a 
menstrual cycle, and 80 micrograms per day in postmenopausal women (see chart opposite). Therefore. the 
restoration of the “premenopausal prime” in the postmenopausal woman requires the replacement of approxi- 
mately the equivalent of the 80 micrograms of estradiol per day that she no longer secretes endogenously. 

Oral ethinyl! estradiol is about 2 to 2'2 times as potent as parenteral estradiol. Therefore, the replacement 
of 80 micrograms of endogenous estradiol production per day is accomplished by the oral administration 
of 32 to 40 micrograms of ethinyl estradiol per day. 

Each Halodrin tablet contains 20 micrograms of ethinyl estradiol, which means that the recommended 
dosage of 2 tablets per day provides 40 micrograms of ethinyl estradiol. This offsets the loss of 80 micrograms 
of endogenous estradiol production in the menopausal woman; i.e., restores the “premenopausal prime.” 


Each Halodrin tablet also contains 1 mg. of Upjohn-developed Halotestin* (fluoxymesterone)—the most 
potent oral androgen known. The primary purpose is to “buffer” the ethinyl estradiol just enough to prevent 
breakthrough bleeding, which is obviously undesirable in the menopause. It also exerts other beneficial hor- 
monal effects, one of which, in common with ethinyl estradiol, is a powerful anabolic action so desirable in 


patients of advanced years. 
| Upjohn | 


STRADEMARK, REG. U.S. PAT. OFF. COPYRIGHT 1958, THE UPJOHN COMPANY 
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Endogenous estrogen secretion (meg./24 hours) 
(calculated from average 24-hour urinary excretion 
of estradiol, estrone, and estriol) 


Menstruation 


Estradiol mcg./24 hrs. 


Average daily secretion, 


premenopausal 


Average daily secretion, 
postmenopausal 
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EFFECTIVE 


AGAINST ALL 


COMMONLY 
ENCOUNTERED. 
EAR PATHOGENS 


/ 


f OTITIS EXTERNA 
7 FURUNCULOSIS 
OTOMYCOSIS 
OTITIS MEDIA 


and 


EAR DROPS BACTERICIDAL 


Manner of Use: 


After gently cleansing and drying the 
ear canal, Otamylon (2 or 3 drops or 
moistened wick) is applied three or four 
times daily. 


Supplied: 

Otamylon—bottles (15 cc.) with dropper. 
Otamylon ¢ Hydrocortisone—15 cc. com- 
bination package to be mixed prior to 
dispensing. ’ 


LABORATORIES 
New York 18 NY. 


Otamylon and Sulfamylon (brand of mafenide), trademarks reg. U. §. Pat. Off, 


FUNGICIDAL 
ANALGESIC 
HYGROSCOPIC 


Otamylon is a clear, odorless, 
sterile, viscid liquid containing: 
Sulfamylon® HCI ...............5% 
Benzocaine .......................5% 
Anhydrous glycol q.s. 100 


Otamylon with Hydrocortisone: 
Same formula with 0.02% 
hydrocortisone. 
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N GERIATRICS 
“ability to decide correctly 
$ increased, while the 


illogical response to 
hes 


“ATARAX appeared to reduce 
anxiety and restlessness, 
improve sieep patterns and 
make the child more amene 
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re-evaluating tranquilizers? 


READ WHAT CLINICIANS ARE 
NOW SAYING ABOUT ATARAX’ 


(brand of hydroxyzine) 


IN WORKING ADULTS 


Rice ially well suited for 
latory patients who must — 
work, Car, oF operate 


is “effective in : 
controlling tension and 
anxiety....lts safety makes 
it an excellent drug for 


INVESTIGATORS AGREE ON 


For childhood 10 mg. 3-6 years, one tablet t.i.d. 
behavior disorders tablets over 6 years, two tablets t.i.d. 
Syrup 3-6 years, one tsp. t.i.d. 
over 6 years, two tsp. t.i.d. 
For adult tension 25 mg. one tablet q.i.d. 
and anxiety tablets 
Syrup one tbsp. q.i.d. 
For. severe emotional 100 mg. one tablet t.i.d. 
disturbances tablets 
For adult psychiatric Parenteral | 25-50 mg. (1-2 cc.) intramus- 
and emotional Solution cularly, 3-4 times daily, at 
emergencies 4-hour intervals. Dosage for 
children under 12 not 
established. 


ATARAX 


OPTIMAL ATARAX DOSAG ES 


*. Supplied: Tablets, botties 
° of 100. Syrup, pint bottles. 
Parenteral Solution, 10 cc. 
multiple-dose vials. 


References: 1. Smigel, J. O., 
et al.: J. Am. Ger. Soc., 
in press. 2. Freedman, A. M.: 
Pediat. Clin. North America 
© 5:573 (Aug.) 1958. 3. Ayd, F. J., 
Jr.: New York J. Med. 57:1742 
o (May 15) 1957. 4. Menger, 

. C.: New York J. Med. 
a 1684 (May 15) 1958. 
5. Coirault, M., et al.: Presse 
méd. 64: 2239 (Dec. 26) 1956. 
6.Bayart, J.: Presented at 
the International Congress of 
Pediatrics, Copenhagen, 
Denmark, July 22-27, 1956. 


New York 17, N. Y. 
Division, Chas. Pfizer & Co., Inc. 
Science for the World's Well-Being 
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and abrasions... 


reduces discomfort 
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Streptokinase 


TO ACCELERATE THE RECOVERY PROCESS 


Established Efficacy and Safety: For five years 
VARIDASE, in parenteral form, has been used with 
success in many thousands of cases. Its ability to 
control inflammation, swelling and associated pain, 
aid penetration of antibiotics, and hasten healing 
has been demonstrated in such conditions as severe 
trauma, infected ulcerations, and following exten- 
sive surgery. 


Now, Parenteral Effectiveness ... Simple Buccal 
Route: New VARIDASE Buccal Tablets give your 
patients the benefits of systemic VARIDASE therapy 
without the inconvenience of repeated injections. 
Absorbed through the buccal mucosa in fully effec- 
tive amounts, VARIDASE Buccal Tablets may be 
used as practical adjunctive therapy in your practice 
within these broad classifications: 


*Reg. U. S. Pat. Off. 


rs 


Loosens cough... resolves 
inflammation ... 
increases antibiotic 
penetration. ' 


Inflammation and edema associated with: trauma 
and infection . cellulitis . abscess . hematoma 
thrombophlebitis . sinusitis uveitis chronic 
bronchitis - leg ulcer - chronic bronchiectasis. 
Each VARIDASE Buccal Tablet contains 10,000 Units Streptokinase 
and 2,500 Units Streptodornase. 
Administration: VarRiDASE Buccal Tablets should be 
retained in the buccal pouch until dissolved. For 
maximum absorption patient should delay swaliow- 
ing saliva. 


Dosage: One tablet four times daily for a minimum 
of three days. When infection is present, VARIDASE 
Buccal Tablets should be given in conjunction with 
an antibiotic such as ACHROMYCIN* V Tetracycline 
and Citric Acid. 


Available in bottles of 24. 


LEDERLE LABORATORIES, a Division of AMERICAN CYANAMID COMPANY, Pearl River, New York 
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HELP US KEEP THE 
THINGS WORTH KEEPING 


One of the most precious 
American Heritages is the 
right to worship as you 
please. But protecting our 
American heritages costs 
money — because peace costs 
money. 

It takes money for 
strength to keep the peace. 
Money for science and edu- 
cation to help make peace 
lasting. And money saved 
by individuals. 

Your Savings Bonds, as a 
direct investment in your 
country, make you a Part- 
ner in strengthening Amer- 
ica’s Peace Power. 

The chart below shows 
how the Bonds you buy will 
earn money for you. But 
the most important thing 
they earn is peace. They 
help us keep the things 
worth keeping. 

Think it over. Are you 
buying as many Bonds as 
you might? 


HOW YOU CAN REACH YOUR SAVINGS GOAL 
WITH SERIES E BONDS 
(in just 8 years, 11 months) 
If you $2,500 | $5,000 } $10,000 


h k, 
cach week, | | $8.50 | $18.75 


This shows only a few examples. You 
can save any sum, buying Bonds by 
Payroll Savings or where you bank. 
Start your program now! 


HELP STRENGTHEN AMERICAS PEACE POWER 


BUY U.S. SAVINGS BONDS 


The U.S. Government does not pay for this advertising. The Treasury Department thanks, 
for their patriotic donation, The Advertising Council and this magazine. 
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Your difficult rheumatic patient... 


through effective relief and rehabilitation 


For the patient who does not require steroids 


PABALATE® 
Reciprocally acting nonster- 
oid antirheumatics more 
effective than salicylate alone. 


In each enteric-coated tablet: 


Sodium salicylate U.S.P.....0.3 Gm. (5 gr.) 
odium 

para-aminobenzoate ......0.3 Gm. (5 gr.) 

Ascorbic acid 50.0 mg. 


or for the patient 
who should avoid sodium 


PABALATE® - Sodium Free 
Pabalate, with sodium salts 
replaced by potassium salts. 


In each enteric-coated tablet: 


Potassium salicylate ..........0.3 Gm. (5 gr.) 
Potassium 

para-aminobenzoate ......0.3 Gm. (5 gr.) 
Ascorbic acid 50.0 mg. 


For the patient 
who requires steroids 


PABALATE®*®-HC 


(PABALATE WITH HYDROCORTISONE) 
Comprehensive synergistic 
combination of steroid and 
nonsteroid antirheumatics... 
full hormone effects on low 
hormone dosage... . Satisfac- 
tory remission of rheumatic 
symptoms in 85% of patients 
tested. 


In each enteric-coated tablet: 


Hydrocortisone (alcohol) ............ 2.5 mg. 
Potassium Salicylate 0.3 Gm. 
Potassium para-aminobenzoate.. 0.3 Gm. 
Ascorbic acid 50.0 mg. 


PABALATE PABALATE-HC 


For steroid or non-steroid therapy: SAFE DEPENDABLE ECONOMICAL 


A. H. ROBINS CO., INC., RICHMOND 20, VIRGINIA « Ethical Pharmaceuticals of 


Merit since 1878 
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HYOROXYZIME PAMOATE 


as designated by the A.M.A. Council On Drugs, 1958 


Specific Antihistaminic Effect Psychotherapeutic Potenc 
reduces—erythema, excoriation relieves—tension, anxiety 
and extent of lesions'* and itching.'* 


Recommended Oral Dosage: Supplied as: 

50 mg. q.i.d. initially; adjust according to Vistaril Capsules—25 mg., 50 mg., 100 mg. 

individual response. Vistaril Parenteral Solution—10 cc. vials 
. and 2 cc. Steraject® Cartridges, each cc. 

References: 1. Feinberg, A. R., et al.: J. Allergy containing 25 mg. hydroxyzine (as the HCl) 


29 :358 (July) 1958. 2. Eisenberg, B. C., Clinical 
Medicine 5:897-904 (July) 1958. 3. Robinson, 
H. M., et al.: J.A.M.A. 161:604-606 (June 16) 
1958. 4. Robinson, H. H., et al.: So. Med. J. 
50:1282 (Oct.) 1957. 


*Trademark 


cience for the world’s well-being 


PFIZER LABORATORIES Division, Chas. Pfizer & Co. Inc., Brooklyn 6, N. Y. 
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A workhorse 
“mycin” 

for 

common 

infections 


respiratory infections 


prompt, 
high blood levels 


consistently 
reliable 
and reproducible 


blood levels 


minimal 


adverse reactions 


DELAWARE STATE MEDICAL JOURNAL 


With well-tolerated CYCLAMYCIN, you will find 
it possible to control many common infections 
rapidly and to do so with remarkable freedom 
from untoward reactions. CYCLAMYCIN is in- 
dicated in numerous bacterial invasions of the 
respiratory system—lobar pneumonia, bron- 
chopneumonia, tracheitis, bronchitis, and other 
acute infections. It has been proved effective 
against a wide range of organisms, such as 
pneumococci, H. influenzae, streptococci, and 
many strains of staphylococci, including some 
resistant to other “mycins.” Supplied as Cap- 
sules, 125 and 250 mg,., vials of 36; Oral 
Suspension, 125 mg. per 5-cc. teaspoonful, 
bottles of 2 fl. oz. 


CYCLAMYCIN- 


Triacetyloieandomycin, Wyeth 
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Each VERATRITE tabule contains: 
Cryptenamine (tannates) 40 C.S.R.* Units 
Sodium nitrite. ................. l ge. 
Phenobarbital................. gr. 
*Carotid Sinus Reflex 


ILLINOIS 


DECATUR, 


® 
eratrite 
Prescribed with confidence 8,863,769 times Veratrite continues 


to be the antihypertensive of choice for treating geriatric patients. 
Veratrite effectively reduces blood pressure through action 


on the sympathetic nervous system, without detriment to the 


cardiac output. 
IRWIN, NEISLER & CO. 
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running noses 
and open stuffed noses orally 


with TRIAMINIC, the oral nasal decongestant 


safer and 


Relief with Triaminic is 
prompt and prolonged 
because of this special 
timed -release action... 
beneficial effect starts in 
minutes, lasts for hours. 


in nasal and paranasal congestion 
in sinusitis 
in postnasal drip 


in allergic reactions of the upper respiratory tract 


more effective than topical medication 
reaches all respiratory membranes systemically 
avoids ‘“‘nose drop addiction” 

presents no problem of rebound congestion 


provides longer-lasting relief 


Each TRIAMINIC Tablet provides: 


firat —the outer layer Phenylpropanolamine HC]. . . 50mg. 
reapneradaypupytnann Pheniramine maleate. . . . . 25mg. 


to produce 3 to 4 hours . . 
of relief Pyrilamine maleate . . . . . 25mg. 


One-half of this formula is in the outer 
then —the Inner core layer, the other half is in the core. 
disintegrates to give 3 
to 4 more hours of relief 


Dosage: One tablet in the morning, mid- 
afternoon and in the evening, if needed. 


Triaminic 


Also available: For the occasional patient who requires only half dosage: timed-release 
TRIAMINIC JUVELETS. Each Juvelet is equivalent to % of a Triaminic Tablet. 


For those patients who prefer liquid medication: Triaminic Syrup. Each 5 ml. tsp. of 
this palatable syrup is equivalent to 4 of a Triaminic Tablet. 


SMITH-DORSEY « a division of The Wander Company « Lincoln, Nebraska e Peterborough, Canada 


one 
a 
& 
vier 
A 
—— 
wie 
* 
| 
@ 
| 
it 
= 
¢ 
: 
oy: 


SPONTIN IN 


SERIOUS 


A Special Report from Abbott 
to the Medical Profession 


on a Year’s Clinical Experience 
with SPONTIN® 


(Ristocetin, Abbott) 


In a Spanish province, a patient lay dying of 
endocarditis. A short wave radio appeal for 
SPONTIN was intercepted by a Baltimore physi- 
cian. The antibiotic was immediately flown to 
this faraway land, and 10 days later—the patient 
had recovered. 

In Chicago, a moribund patient had been 
administered 18 combinations of 10 different 
antibiotics without success. Involved was a hos- 
pital-acquired staphylococcal pneumonia — plus 
complications. SPONTIN was substituted and the 
patient lived. 

A five-week-old infant was critically ill with 
staphylococcal enteritis. Treatment failures in- 
cluded erythromycin and chloramphenicol. Three 
days of SPONTIN saved this life. The list is long 
and impressive and it grows daily. 

Recently, a study' was made of serious and 
resistant staphylococcal infections reported to 
Abbott Laboratories. Many of these cases had 
serious complicating diseases—many were mori- 
bund, or almost so, at the time SPONTIN was 
started. Yet, out of the 160 staphylococcal cases 
studied, 93 were reported cured and 38 improved 
after the administration of SPONTIN. 

Out of the total of 251 patients with severe 
infections caused by gram-positive or mixed or- 
ganisms, 149 were reported cured and 53 others 
improved. And the record for pediatric practice 
was every bit as good. 

Additionally, SPONTIN continues to exhibit ex- 
ceptional bactericidal activity against coccal in- 
fections*. And, according to another study, 
SPONTIN provides successful short-term therapy 
in endocarditis*. 


Only last October, at the Antibiotics Sym- 
posium in Washington, D. C., a panel of six 
leading antibiotic experts placed SPONTIN 
at the top of all other commercially-available 
antibiotics for treating serious staphylococcal 
infections. Also, six papers—all dealing with the 
effectiveness of ristocetin (SPONTIN®) in treating 
staphylococcal infections—were presented at the 
Symposium. 

One of the most encouraging aspects of the 
year’s literature on SPONTIN is the increasing 
testimony to its safety. As the months have 
passed and cases have accumulated by the hun- 
dreds, it has become apparent that careful atten- 
tion to dosage recommendations has practically 
eliminated toxicity and side effects as serious 
obstacles to therapy. Also, recent improvements 
have been made in the manufacture of SPONTIN; 
the drug is now made from pure crystals. 

A recent report? in the Journal of the Ameri- 
can Medical Association concluded, “It is our 
opinion that, if proper precautions are observed, 
ristocetin is a [well tolerated] and potent agent 
to employ in the treatment of staphylococcal 
infections.” And in another study, after success- 
fully treating 28 patients with a variety of 
staphylococcal infections, the authors reported®, 
‘No serious complications were noted.”’ 

Few more dramatic records have been written 
in such a shortspace of time. SPONTIN has proved 
itself to be a good answer, perhaps the best 
answer at present, to the resistant staphylococcal 
problem — and of real value in other serious 
coccal infections. It may well be your answer 


when you're confronted 


with a serious infection. 
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Excerpts from 


Reports Read at the 


Antibiotics Symposium 


Spontin In Treating Severe Respiratory Infections 
—“In 13 of 20 patients the results were excellent, 
with clinical response being evident within one to 
four days after institution of therapy. In three addi- 
tional patients, there was some degree of improve- 
ment in pneumonic processes superimposed on 
tuberculosis in two cases and on pulmonary neo- 
plasm in one. In all other cases, serious antecedent 
pathology undoubtedly influenced the negative or 
equivocal response to ristocetin therapy.®” 


Spontin In Treating Staphylococcal Infections— After 
successfully treating 28 patients, the authors wrote, 
“Ristocetin or Spontin has proved to be bactericidal 
and bacteriostatic, particularly for the Staphylo- 
coccus aureus, which is often resistant to many 
other antibiotics.°” 


Spontin In Treating Seven Difficult Cases — “Risto- 
cetin has produced excellent results in eradicating, 
mitigating or preventing infection in seven selected 
difficult cases. Six of the seven cases involved 
Staphylococcus aureus which did not respond to 
chemotherapy with other antibiotics.” 


Spontin Blood Levels In Children — “Ristocetin was 
administered as a single intravenous injection of 
12.5 milligrams per kilogram. This resulted in 
serum levels ranging from 1.3 to 10.6 mcg. after 
two hours with a gradual fall to a level of 0.7 mcg. 
per cubic centimeter or less after 12 hours.’” 


Spontin In Treating Staphylococcal Pneumonia 
—“Ristocetin was used in the treatment of 24 pa- 
tients with staphylococcal pneumonia, 17 of whom 
had failed to respond to previously administered 
antibiotics. Complete clearing of pneumonitis was 
obtained in 16 patients and significant improvement 
occurred in two others. Two patients died of pneu- 
monia; four others succumbed to other lethal dis- 
eases.®” 


Spontin In Treating Children and Adults — “Risto- 
cetin completely controlled severe staphylococcal 
infections in | 1 adults and six children who received 
adequate therapy.!°” 


. Totals represent published reports and personal communica- 
tions to Abbott Laboratories. 


. Sixth Annual Symposium on Antibiotics, Washington, D. C., 
Oct. 15, 16, 17, 1958. 


. Romansky, M. J., and Holmes, R., Successful Short-Term 
Therapy of Enterococcal and Staphylococcal Endocarditis 
with Ristocetin—Seven Patients. Preliminary Report, Anti- 
biotics Annual, 1957-58, p. 187. 


. J. A. M. A., 167:1584, July 26, 1958. 


. Bush, L. F., et al., The Use of Ristocetin (Spontin) in Staph- 
ylococcal Infections, In Press, Antibiotics Annual, 1958-59. 


. Billow, F. J., et al., Clinical Observations on Ristocetin—A 
Preliminary Report on its Efficacy and Toxicity in 20 Un- 
selected Severe Respiratory Infections, In Press, Antibiotics 
Annual, 1958-59. 


. Miller, J. M., et al., Ristocetin in the Treatment of Seven 
Selected Difficult Cases, In Press, Antibiotics Annual, 1958-59. 


. Asay, L. D., et al., Ristocetin Serum Levels in Children, In 
Press, Antibiotics Annual, 1958-59. 


. Schumacher, L. R., et al., Experiences with Ristocetin in 
Staphylococcal Pneumonia: Observations in 23 Cases, In 
Press, Antibiotics Annual, 1958-59. 


. Terry, R. B., Ristocetin in Children and Adults, In Press, 
Antibiotics Annual, 1958-59. 
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PUBLISHED American Medical Association 


prompt city-wide 


delivery service 


for prescriptions. Dublic Relations 


*¥ Place it in your reception room 


Today’s Health is published for 


CAPPEAU’S, INC. . the American Family by the 


PHARMACISTS American Medical Association, 939 
we N. Dearborn St.—Chicago 10, Illinois 


AS NEAR AS YOUR TELEPHONE 


Ferris Rd. & 


Delaware Ave. W. Gilpin Drive pee 
& Dupont St. Willow Run | Give your subscription order to a member of 


Dial OL 6-8537 WY 4-3701 your local Medical Society Woman’s Auxiliary, 
who can give you Special Reduced Rates. 


PATRONIZE FRAIM’S DAIRIES 


ually Products 


TH bE Since 1900 
GOLDEN GUERNSEY MILK 
ADVERTISERS 


Wilmington, Del. Phone 6-8225 
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TORTICOLLIS 
BURSITIS and 
ANXIETY STATES 


Potent MUSCLE RELAXANT 
and equally effective 
as a TRANQUILIZER 


Unrelated chemically to any other therapeutic agent in 
current use. Better tolerated and safer than older drugs. 
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Trancopal 


the first true 


TRANOUILAXANT™* 


Potent MUSCLE RELAXANT 
and equally effective as a TRANQUILIZER 


tran-qui-lax-ant 


(Clinical Comments 


3 “We have just “Chlormethazanone “The effect of this “In 120 patients 

started using it [Trancopal] not only preparation in these with anxiety or tension 
[Trancopa}] for relieved painful muscle cases [skeletal muscle _ states, 114 received 

; relaxing spastic spasm, but allowed the — spasm] was excellent satisfactory control of 
musculature and patients to resume and prompt .. .”8 their condition. Severe 
are very much their normal activities Mullin and Epifano, Long dysmenorrhea and 
encouraged.”! with no interference Island College Hospital premenstrual tension 
Baker, University of in performance of in 65 patients refractory 
Minnesota Medical either manual or to the usual medications 
intellectual tasks.” were relieved 


Lichtman, New York satisfactorily 
Polyclinic Medical School in 56.’4 
Lichtman 
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1% Effective in Musculoskeletal Disorders 


Indications Degree of Effectiveness 


9% Effective in Psychogenie Disorders 


Indications Degree of Effectiveness 


The results of clinical studies of over 4092 patients "Excellent, good and fair 
by 105 physicians demonstrate that Trancopal often is _ Dosage: 
effective when other drugs have failed. From these Usual adult dose, 1 Caplet 

—— , 100 mg.) th four ti 
studies it is clear that Trancopal probably can provide pp get "7 
more help for a greater number of tense, spastic, years), % Caplet (50 mg.) 

, , th f imes daily. 

and/or emotionally upset patients than any other 
upplied: 
pharmaceutical agent in current use. Trancopal Caplets® (peach 


colored, scored) 100 mg., 


(l ‘ | | | bottles of 100 and 1000. 
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Trancopal 


Potent MUSCLE RELAXANT 


and equally effective 
as a TRANOUILIZER 


Neck pain (torticoltis, etc.) 
Bursitis 
Rheumatoid arthritis 
Osteoarthritis 
Disk syndrome 
Fibrositis 
dosage. effects on hemato- Muscle spasm {in paralysis 
Myositis agitans, multiple sclerosis, 
hemiplegia, cerebral palsy) 


INCIDENCE OF SIDE 
EFFECTS WITH TRANCOPAL 
IN 4262 PATIENTS. 


A.8.: Orugs to relieve increased tonus, 


1. Baker, A 
and rigidity of muscies, Modern Med. 
26: 140, Apri 15, 1958 * 2. Lichtmen, A. L.: 
New developments in muscle relaxant therapy, 
Kentucky Acad. Gen. Pract. J. 4 : 28, Oct., 1958. Laboratories New York 18, N. Y. P | 


* 3. Myltin, W. G., end Epifeno, To 
. Lightmes, A. L.: Te be pub- 


‘Trancopai (brand of chlormethazenone) and Caplets, trademarks reg. U.S. Pat. Off. Printed in U.S.A. (4067A) 
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DEXAMETH 


ASONE 


to treat more patients more 


a new order of magnitude in therapeutic effectiveness 
a new order of magnitude in margin of safe 


Excellent and good-to-excellent results are reported? with 
DECADRON in nearly all of 362 patients with various allergic 
disorders, including a number of cases who had failed to 
respond to other corticosteroids. No major reactions were 
observed in these extensive clinical studies even after four 
months of continuous therapy—DECADRON produced no 
peptic ulcer, no diabetes, no significant hypertension, no 
sodium retention, no potassium depletion, no edema, no 
undesirable psychic reactions, and no unusual or new side 
effects. Less than five per cent of patients experienced minor 
reactions, none of which prevented continuing administra- 
tion of DECADRON. 


Moreover, several investigators report that side effects in- 
duced by previous corticosteroid therapy such as gastric 


intolerance, peripheral edema, headache, vertigo, muscle 
weakness, ecchymoses, flushing, sweating, moon facies, 
hypertension, hirsutism, and acne often disappeared during 
therapy with DECADRON. tAnalysis of clinical reports. 


Dosage: One 0. 7S mg. tablet of DECADRON will replace one 4 mg. 
tablet of methylp: or triamcinolone, one 5 mg. tablet of 
prednisone or prednisolone, one 20 mg. tablet of hydrocortisone, or 
one 25 mg. tablet of cortisone. 

Detailed information on dosage and precautions is available to phy- 
sicians on request. 

Supplied: As 0.75 and 0.5 mg. scored, pentagon-shaped tablets in 
bottles of 100. 

©1958 Merck & Co., Inc. *DECADRON is a trademark of Merck & 
Co., Inc. 


MERCK SHARP & DOHME 


DIVISION OF MERCK & CO., Inc., PHILADELPHIA 1, PA. 
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§ prompt, aggressive 
antibiotic action 
aa reliable defense against 


monilial complications 


both are often needed when 


bacterial infection occurs 


for a direct strike at infection 
Mysteclin-V contains tetracycline phosphate complex 


It provides a direct strike at all tetracycline-susceptible organisms (most pathogenic bacteria, certain rickett- 
sias, certain large viruses, and Endamoeba histolytica) . 

It provides the new chemical form of the world’s most widely prescribed broad spectrum antibiotic. 

It provides unsurpassed initial blood levels — higher and faster than older forms of tetracycline — for the most 
rapid transport of the antibiotic to the site of infection. 


for protection against monilial complications 
Mysteclin-V contains Mycostatin 


It provides the antifungal antibiotic, first tested and clinically confirmed by Squibb, with specific action against 
Candida (Monilia) albicans. 

It acts to prevent the monilial overgrowth which frequently occurs whenever tetracycline or any other broad 
spectrum antibiotic is used. 

It protects your patient against antibiotic-induced intestinal moniliasis and its complications, including vaginal 
and anogenital moniliasis, even potentially fatal systemic moniliasis. 


MYSTECLIN-V 


Squibb Tetracycline Phosphate Complex (Sumycin) and Nystatin (Mycostatin) 


Capsules (250 mg./ 250,000 u.), bottles of 16 and 100. Half-strength Capsules (125 mg./125,000 u.), bottles of 16 and 100. 
Suspension (125 mg./125,000 u. per 5 cc.) 60 cc. bottles. Pediatric Drops (100 mg./100,000 u. per cc.). 10 cc. dropper bottles. 


Squibb Quality — the Priceless Ingredient 


‘Ss ‘g ‘® 
SYUMYCIN AND MYCOSTATIN ARE SQUIBB TRACK MARKS 


UXGA 
. 
| 
‘ 


FEBRUARY, 1959 DELAWARE STATE M 


with significantly less toxicit 
than reserpine...and with a lower incid 
of depression. Tolerance does not dev 


Rauwiloid i is initial — for ev 
ypertensive patient. 
ment is never a problet 


; 
: 
= 
1x 
- 
ae 


“Doctor, | get so mad at everyone when | diet.” 


‘Dexamyl’ Spansule capsules provide single-dose daylong appetite con- 
trol and an often remarkable mood improvement. A feeling of serene 
optimism frequently replaces the tension and irritability so characteristic 
of the dieting patient. 


When your overweight patient is listless and lethargic, ‘Dexedrine’ 
Spansule capsules will, in addition to curbing appetite, provide gentle 
stimulation. 


DEXA MYL* for most overweight patients 


(‘Dexedrine’ plus amobarbital) 


Tablets - Elixir - Spansule* sustained release capsules 


In listless and lethargic overweight patients—DEXEDRINE{ 


WG) SMITH KLINE & FRENCH LABORATORIES 


*T.M. Reg. U.S. Pat. Off. tT.M. Reg. U.S. Pat. Off. for dextro-amphetamine sulfate, S.K.F. 
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